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= < 54 ) Title: PYRAZOLO[l,5-a]PYRIMIDINE DERIVATIVE ANDNAD(P)H OXIDASE INHIBITOR CONTAINING THE SAME 
^ (S4)fSm0Zft: tf^VP [1, 5-a] tf'J = v>I8aJ*<*fccfc *N A D (P) H v$f— tf|SS#J 

(57) Abstract: A compound represented by 
the formula (la) (wherein R lt , R 2a , and R 3 to 
R 5 are the same as defined in the description), 
, % f , a prodrug thereof, a pharmaceutically accept - 

^ 2 a V. ^^ <s s s ^^^N able salt thereof, or a solvate thereof. They 

¥1 lr*^ I ^ usefui in lne prevention of or treatments 

I X™ — ^ 4 00 for diseases relating to NAD(P)H. 

On 

O 




WO 03/091256 Al illlMI llJlilll iliNI^THII'llll II |||| ||||| ;||, 



(57) mtfl: 

nad (p) H\zrm-f<bm&z^P5$tz\tftm-tztcib<D, it: 




(la) 



Ri.~R 2 .&.£tfR3~R s ^ ^wmm^-efemzft,*) 
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m m m 

MvVu [l, 5-a] eU$^>»*fl:*<fc^tl*^Wr* 
NAD (P) H^y^- ifffiS^J 

ft ffi ft m 

n»i/<ttNAD (p) Hcra-rs^js^^wifctt^-rsfcje)©. e^y 

o [1. 5-a] &)$V>mmW&&Tmm>1&bT*\Z*tlZ<£%-?Z>KAD 
(P) H^-*->^-i?|fi*3WCH-r4. 

IT * ft ffi 

if'f^ttDiS^C^gJi^mfi^Ogttiii (Reactive o 
xygen species; ROS) ttgAl^^C^liMWCi 
<£TtfT&< (Babior, B. M. , N. Engl. J. Med. , 298, 

6 5 9-6 6 8, 7 2 1 - 7 2 5. 1 9 7 8) , &m^mmmmz\mm®n 

mza<tnzZtlT^Z (We i s s. S. J. . N. Eng I. J. Med. , 
3 2 0, 3 6 5- 3 7 6, 1 9 8 9). . $?***{;:<fcSRO S®£gfc££«ttN 
AD (P) H o x i d a s eT»5CtA^ (H a 1 1 e t t , M. B. <=>, 
Immunology Today, 1 6, 2 6 4-2 6 8, 1 9 9 5) , £?4> 

«nad (p) h o x i d a s e vmmimm&m&^mmmmfzm 
®*?zmmxm&mmzmmtz^mm**®t<nTWz (schmid-s 

chonbein, G. W. b. Physiology and pathol 
ogy of leukocyte adherence, New York, 



WO 03/091256 



PCT/JP03/05024 



Oxford University Press. 1995), 

NADPHfcl<tiNADHi:«c^UcX-/t-t+yH7-t> (0 2 ") (DM 

1E£H£TSiUflltt#J&SteftWfc (Griendl ing, K. K. ^ C 
ire. Res. , 86, 494-501. 2000). *S$0. (fi 
tNAD (P) H ox i d a s etB^Uifctt^^nWit. ifi^Cfc 
oT#fpS*NAD (P) H ox i d a s e©H»t$Sgp 91-ph 

5 N o x 5 ST 5S8i<E>N o x t^Jl** eettt)WT^7-r Vlf-f A£ 
bTDuox (dual _o_xidase) &$8££ftT&0. Nox-Duo 

^*«klX^S056SCM#-r*Rj||ttd^i|e$nTlr^ (Lambeth, J. 
15 D. , Curr. Opin. Hematol. , 9. 11-17, 2 0 0 2) , 

JilflWiMMMS. ifoWft&iifflji&ONAD (P) H ox idasete7>^;*- 

t»>i i (Ang i i) tz£<Dikmmffi*)i' : E>. iMh^fx ho>e 

%5iS!i8HlilJEE7y htrMi^liAng I Iftl£S4fc£fc<k5ffiiliijEE7y h 
tT^TliN AD (P) H oxidase £#LfcjfaEST®O 2 -M£<&i«l0 
ri*§g£>S>*U NAD (P) H ox i d a s e OS*{CcfcoTlfiiJE<D±#7&?fflI$(J 
£tt£y#$g££nw<5 (Chen, X. <~>, Hypertension, 3 
25 8 , 6 0 6 — 611, 2 0 0 1 ; Rey, F. E. b , Circ. Res. , 8 
9. 408-414, 2001). iOitll NAD (P) H ox i d a s 

2 
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osf>mmmmizmmfc'&m&%tzVT^z>. nad <p> h oxidase 

^IfiSCompon e n t sc0-op4 7 p h o x J y 97<0 h^VXT'teM 

3i/XxP-;u^{ci^»M®{b«^^ij$n-5if^®^$nT^-2) (s t 

okes, K. Y. b. Circ. Res. , 88. 499-505. 2001 ; 
Barry-Lane, P. A. b. J. CI in. Invest. , 108. 

1513-1522. 2001)0 ro s \*/vi->mmmiz±cz>m±ftm<D 

&NAD (P) H o x i d a s egtoW^ut^lg^nil^ (Sh 
i, Y. b. Arterioscler. Thromb. Vase. Biol., 
21. 739-745. 2 0 0 1 ;Szocs, K. b. Arterioscl 
e r . Thromb. Vase. Biol. , 22. 21-27. 2002) » 

IlSiComp o n e n t s O-Op 22phox (DC 2 4 2 TjS^r^J 1 
%miZ£Z>N AD (P) H oxidase COffitt{£T^S®jKa%«CO{g 
TtffiH-r^^fe^^^nx^^ ( I n o u e, N. b. C i r c u I a t i o 
n, 97. 135-137. 1998;Cai, H. 6. Eur. J. Clin. 
Invest., 29. 744-748. 1 9 9 9 ; Ca h i 1 1 y, C. b. 
Circ. Res.. 86. 391-395. 200 0). CtlbOlgSlJ. N 

ad (p) h ox i d a s e tmmmt^^ummm^m^mmmizm^-r 
Ros\mmm&mm<D%mmmzm$Tz^mmsmffi2nT^z>. A{g 

(P) H ox i d s e^L^kXhU-X^/Lii-r^Ct^^^tiT^^) 
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(Inoguchi, T. b. Diabetes, 49, 1939-1945, 
2 0 0 0 ;Hink, U. b, Circ. Res. , 88, E14-E22, 2 
001 ;Waut ier, M. b, Am. J. Physiol. , 280, E6 
85-E6 9 4, 2 0 0 1) . mmffitrJl? y ht©i»f I^HTNAD 

5 (p) h oxidas e m&otfrtmmih^m&MMommtfttmtzmb 

$8&£ftW5 (El lis, E. A. b. Free Radic. Biol. 
Med., 2 4, 111-120, 1 9 9 8) . 

(Hart 1, R. b, J. Cereb. Blood Flow Metab., 
16, 1108-1119, 1 9 9 6) „ MNAD (P) H oxidas 

e Lfz^^xx^mmikm^mm^ nzmtm^ ^nt^s ( w a 

lder, C. E. b, Stroke, 28, 2252-2258, 1 9 9 7). 
J^ifii, 0 - Amy 1 o i d^^iigttM i c r o g 1 i alfflJj&cDN 

ad (p) h oxidase ^mt-r^mx'^mmmm^mm -t* sjtgtt 

h%i%Z?lT^2> (Spranger, M. b, J. Cereb. Blood F 
low Metab. , 18, 674-678, 1998;Vianca, V. 
D. b, J. Biol. Chem. , 274. 15493-15499, 199 
9;Green, S. P. b, J. Cereb. Blood Flow Met 
a b. ,21,374-384, 2001). CtlbCDlS^teNAD (P) H o 
x i d a s eW^^MMJ:i4T5«^^LTl^. 

NAD (P) H o x 1 d a s elCctoT^^n^ROS^Miim^J:^ 

fo^&±tm$Tzz£frzmm<D®£t<DMmb*®t<nT^z> (Amo 1 

25 d, R. S. b, Proc. Natl. Acad. Sci. USA. 98, 55 
50-5555, 2001;Arbiser, J. L. b, Proc. Nat 1. 

4 



10 



15 



20 



WO 03/091256 



PCT/JP03/05024 



Acad. Sci. USA, 99, 715-720, 2002). 

±iEufcjB«wiifR, nttmmifo. mmm. ^mmm-vhNAD (p) h 

ox i d a s egtt^fBf^nt^O, «tt«IBi:OHajO«ffiBSnTl>*. 
5 ±I2©^(CNAD (P) H ox idase«j£<, tf^|S$#, igMStt 

SL !Tw^*, AjfiLtt^A. mss?**, 
S^>3K^056^JiJg{CM^"r*. NAD (P) H ox i d a s elMJWKcfcO 
ens ©^Att«l^T# 4 i»JtH4#& *. 

10 

tf^/o [i, 5 -a] w zitsmzit, OT©t>©^ 

#H§¥5 - 1 1 2 5 7 1ft UT^Yb^tl&M^f -5 : 




15 

CI R t : tMI. OH ; 

*;k -CONHR 6 (R 6 :tK^, /\py>gf Sft5ilt©*57ir:JK 

5 
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R 3 :tK3I, OH, {£|g7;WU^£ 

R 5 :tK^, &®7;MMk {£ii&7;i/ 7 ;k*;k AD^r><£$7;k* 
)V; 

WO0 0/5 9 9 0 8H tXT <Dit%®*m^T Z> , 



zzx\ r 3 : mm 7u-;k m&) ^□7 ju-ju 
R 4 . R 5 :*^^ Apy>, cn. 7;u+;k 7Jk>--jk 7;i/^-;i^, 
7;u*;k 7juzj*->, 7JU+JU3 1 *, 7jwpx^7^ -ju, 7ju*juxju7 
*-jk 7^y. 7JU*ju7$a (ffi&) 7x-jkz?&5. ^cxt^n □ 

15 ;k^3hPtr>^tbH^ni7°^-^^^L, ffl&tLTte, mnm. n 
mm, to, F77^hkx, &&pi«» rat§££&^we>ft3 0 

ftH§¥ 1 0- 1 0 1 6 7 211 ^T©{b^^M^-r^o 




R 2 



6 
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NRR' 




7 - 1 5 7 4 8 5(1 ^T£Hfc£«P^-f 3 0 



EJIT, R, :tK^, mk.T)l*c)W i&mrfrf-)^ &®7)V*-)V, M7 

io fii7i^j^t 

X, Y, Z : N, CR 3 Tr&£<, £©{t;£$>fcL 7 >v*^>i>> E £ta$ijT& 
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EP 0 3 2 8 7 0 0A1I1 OT^b^^M^-T^o 




5 :0MH ffljiitT^, mmm&wmomwtfmfznzo 

WO0 0/5 3 6 0 5H \£T (Dik^m^Mtt Z> . 




ZZX\ X : CH, N 

10 R„ R 3 :*m. 7)l*)l. 7)Wr~)V. 7)l*=.)l. AD, OH, 

8 
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R 5 :*^> 7)V*r)Vs OH, 0-7)V*)l* AO, 75/, -hDT&<5 0 Z. 

4, &^<7>Mg#w ens. 



^xoiK^'jjk ap, oh, (mm ^D7u-;u; 

R 2 , R 3 :tK^, 7)l*)l. 7V-)V, v^o7;U*;k OH, AD, 75/, 
10 ~hO ; 

R 4 :*^, mm) 7Jk*;k i»!7UT)l*)l. 7;k3*->, (g&) 7 )Vr 

-Jk 7;^-;k (g&) 7U-;k ^oim* ijju, 7 

^3+<>NRR, N0 2 , OH, NH 2 , (ff&) AfD7'J-^; 

R 5 .-*^» 7;U*Jk 7;kn*~>, OH, AD, N0 2 , NH 2 T&£. ^©-fk 

- 2 7 0 2 8 5 a. OTo^ftsw^r*. 



WO98/54 09 3I1 «TW{b^&5g^T*. 
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Z\$. W&T J t3-)V. mmmtzZiT:$>Z>o Z<D4t&mt. HMGCoAIM 
WO0 0/44 7 54H UT<D4k&%)ZMKTZ>. 




NR5R6 
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#12 0 0 0-3 8 3 5 0(1 «T©fc£4fc£§!!jjVt5 0 




HcT. E : N, CR 9 (R 9 :tM&, 7JU*;k AD^X y7 7, hHo+y. 

7;m*~» 

r^**, 7;Wk ->^D7,MrJk 7;m*v, (tjwio 7$/, 7 

J : NR 2 R 3 , OR l0 

G : C, NT?**. A^<D^S<hLT> 



ttmit>nz>o zoitsmt. zvi^hnxynmm? (crf) s^jsst 

#M¥9 - 1 6 9 7 6 2I1 &>T<0{kGm&m7K?Z. 
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Khim. -Farm. Zh (1995). 29 (4), 37-38 Ji, (2, 
S-i?*5-)V\£7 % /n [1, 5 -a] fcf'J 5 7 — f ;U) nA^KfcBBwT 

*?£Wte. NAD (P) H**i/?-i£Zmn?Z>%\Mik&y>)&<}:tfZ<D<tG 
»*ifi£^tf) , ®}#Jg (Mil. 8KBg, firiMbOK*, 

nad (p) HtHiai-4«a*aMs-r*»«*sii«-r«JitfcBWfr«. 

3 NAD (P) H**v^~ £ftHSf*3W«fc£*M3J:OT- 

o{bd«ft^tfttdg*ftii«-r*ctcj:o. traits. i8«ietto)tii 

ftihtt&A. MSIPi!«. ?f#. 



12 
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% W <D % 

ut<d¥?vo [i, 5 -a] zs>mmfc&£vmiLmtf. 

^if(*I©NAD (P) H^v**— mmftmZ%?ZC£ZM.DAVfc e NA 

d (p> H**is¥— vzmwtz>z£{z£r,%&mm (ros, x-a--^+ 
it, mmmmrn. jh$*. wm^^m, mmmmm. mmmmm. 

xftmz&zt, kt^d~2 6)mm-$ti> ±w.Bm^m^n^>. 

1) ^: 




(la) 



r„. R 2a ^ r 3 ~r 5 ^ tn^nniLVx. ad^>, li^nt^T 

13 
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Tfc«fcWJ-;k M&£nx^Xfc=fcmtHt^X. kHo + y, g&£nxt> 
Xfect^7;Un^v, g&$nx^Xt><fc^7U-;k**v', g&SttXt^Xfc 
5 «k^«3fSSB^'> 4 .Slft$nT^Xt>J:^7">;k li^nxixfccfc^-g^ 
*;k^-;k^-*-x g&snx^xfc.fc^JkA^ ;k >>7V\ g&£tixi> 

X&cfc^SvV, 7i>*h\ -hay, ~hD v ii$tlTOTUU7$/, 

ii$nwfej;w$y, ->7A *;k^7°K g&<*nx^xt><fc^-g 
a^*, Bi^$nx^xfecfc^-w^^-^+->, wmtsnx^xh£^-m& 

10 *;U7^-;k g&snx^Xfcck^-^&TJk^rJk SfcteMJg 
^vLUl'^U R la , R 2a . R 3 ~R 5 ^ J tn j 6tlG:M<Dfflifr£t>1i:X-mz 

tz ? x mm & £ m& i> x t> <t n ) 

X^£n-Mt£$3 «!U KTO (1) ~ (1 0) : 

(1) R la te. tK^ OH, {g^7;Wk K»'3~8©y^D7W, 
15 ADy>{£i|g7;l^Jk ^/i«7x-;UX$.0 ; 

R 2a te, *3i> M7;kP*v;*7;UfcJk {£$7;H3*:>. Aoy>, 

7;k*;k M3~8©yi7D7J^ik {gilS7>ikii^v^;k^^;i/fiiS7;u 
*jk #;k**v;k #;k**:y{£$7;MrJk -conhr 6 (r 6 -:**» a 

20 StbXTKM. APy>HC?. IliTiWJH, ffi»7;m*->*sJ:tf7x:z 

±K«ftattiyT*fiS***rx^7;k3+i/S^s^*»<fcoa^$n*s* 

;k ^>V-r;US. *fcttApy>IS?-SrWr*Il<!:©**ift»7;U*/>f;PS 

swr«c:to**kKD^-><s»7;u*;bST*o ; 
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R 5 fct 




(2) R la . R 2a «, -€-n-6nS65tLT, *#. AO^'X CN, 7J^JK 
7;i^-;k 7)V*r.)V, i/fu7)l*)l. 7JHi*v, 7)l*)V?*. 7)V* 
)VX)17 J ~)l>, 7)V*)V7.)V7*-)l. 75 7, 7^75 7, (g 

R 3 «. (B&) 7U-JU, (B&) ^DT'J-m*. <b£$K 

(3) R la tt, (B&) &M7)V*)l. ; s>7U7)V*)l. ^x~;k 7 
•JJK nm7)Vr-)V* <B&) 7x-;UT&£{fc-&#3 ; 

R 2a «, ***fcttfi«R7J^JH?*»3 : 

R 3 te. B&£nWC ! fe s fct<>7$/T&£K ffc£ft» 

(4) R la «> 7;Wk OH, 0-7MJK AO. 75 7, 

R 2a &» 

15 



WO 03/091256 



PCT/JP03/05024 




t?*o, xtt, ch, n-c&o, R 2a <Dm±<DmmmT\tm^nx^x'b^< ; 

r 3 , r 6 u. ^-n^nsHiLbT, 7;u*;k 7;k^--;k 7JU*^;k 
tu-;k ad, oh, sfcttAfDK^'jras, 

(5) R la «, #js§, 7;u*;k 7;hj*->. oh. ad, no 2 , *fc«N 

H 2 "C$> D ; 

R 2a te, (MM) 7;Wk y?D7HJk 7;m^v, (B&) 7 

jHr-ji/, 7;w*-;k (B&)7U-;k di) atd^^ijjw 

7;m*vNRR, N0 2 , OH, NH 2 , (B&) 'XxD 7 U -;ktr& 0 ; 

r 3 , r 4 «, fnfnmsiT, Tkin, tj^jk 7u-;k ->^7w, 

OH, AD, 7S A - hDT&D ; 
R 5 te, tK^, (B&> 7;U*;k y^oTMJK 7'J-Jk (g&) 

□iM*y;k ad, oh, (Bft) ^D7'j-;k T**<k^ 

(6) R 2a «, a«7-fe5 1 ;i/*fctt«[*ST-is«$nfcfi»7;^u>*fctt 

(7) R la , R 2a &, ^nSiLT, AD>r>, (fift) JJ^JK 
(B&) 7;U^Jk (S&) 7U-;k (B&) 77;i/*JK (S&) 

££te-i$fc:&oT7;i^k>gT&0 ; 

r 3 «, Bifc3ftT^Tt>«kn7$/T?*<5. 



16 
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(8) R la «. 7)V*)V. is*7U7)\,*)V. 7)l3*~>, i7)V*)V) 

75/, SfcttAfDJ'J-mO ; 

T&D ; 
0 ; 

R 2a te» zMtT&O ; 

R 3 «, 7x-JU^;U^^;i/75/T^oT, M7x -^S^ttm^tlT^T 
; 

R 4 ^=tz>'R 5 «, 7jc^-e*s. 

(10) (2, [1, 5-a] e'J$y>-7-^JW 

dc-^ (i) ~ do) \zmm.^n^it^(Do%, ^.m^nx^^mwk 

3) 



17 
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R 5 



£v>7 U -;Mfi»7;w*;k g&snr^T t>«t n> u *>fi»7 ;u*;k 
sift$nT^Tt><fci>fiiR7;w^;u*-;k s^$nT^T j b«t^7U-;i/ 
x;k*-;k ^m^nT^TfcJ:^^xP7U-;k£i^7;u4 i ;k nfcsnxn 

TfeJ:^ffi3(imSfi»7;Wk *fcttff&<*nx^Xfc£^7$yx*0 ;» 
R l &£ZfR 2 \t* BMgNfiiC^-l&CftoX, «»*tlT^Tt>.«fc^**5ll& 
R 3 te» *H> th'o+k flHK7JP3**>. AD^>, ttXt^ 
R 4 te, 7K^. te»7;Mp;k £&ttS»<*ftX^Xfc<fc^7U-JWT&D ; 

r 5 «, kHD*->, a»$nTiriTt><k^<£»7;i/*;k s&$nx^xt> 

cfct>7U-;k «ftaftXt^TfcA^7U-JM£lft7;M t ;k tt&$nxnxt> 

18 
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<k^v*D7;wW£»7;u*;k g&£nwxfcj;^7U-JWSl&7;k^r- 
;k g^$nrviT ! b e k^'>^D7;i/^;H£iiS7;^-Jk g&snwxfcj: 

;K g&£nx^Xfc<k^7U-JkfrJkt^;k s^$nx^T^ct^7U-;u 

5 (a»7;p+jw*;w#-;k g&£nx^x<b<fc^ig^M> ap-7>\ cho> 



7x-;UX&0 ; R 3 ' tt» *i$fdihHD+vT$0 ; R 4 * tt, 
15 4) 5£ : 




R 
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x ) — R4 



(1-1) 



10 



15 



6) R 3 *«**ifcttBSlSnT^Tt)<fcH7$yT**. ^3) SfcfcU) IC 

9) R l *t**1?*0 : R,*i|«SnTHTfcJ:^7xzKftD : R 3 *«7K* 
Sfcligi$nT^Tfe«kU75yTfeO ; R 4 #zK*T?*D ; R 5 #fi&$nx 

20 
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&$nwrt>cfc^7a a ADy>, /\Dy>Mi7j^jk <a»7;un+ 
#;w#*H£ffi7;i^;i^*v, «*aiaE<£»7;p+;u^-+->. 7$/{&® 

1 1) R 2 tfw&2nT^Tb£\,mmmm7 3L-)i>T-&z>. no tcgam© 
tr^'j >v 7x-;k s&iiBftSftwcfcj:^ tin u s;y 7i-ras, 

1 3) R 5 OSft$tlT^Tt>«kVi7x-;Hc43ttSa»S^ AP^X AO 

?>itnm.7)V*)v. 7»j-;k£^7j^;u^+v. <£®7;k*;k <a»7;m 

®.7)l*)l, 7x.-)U8M7)U*)17*/. 7i-;H6»7;i/^t, 7x~ 

;M£$7;i^-Jk 7x-;U7j;UA ,; t<;k 7$/, y^p7Wfi«7;^ 
jk**^, *d;^7 t P7U-ju<g»7;^;^*'>*»e^i»*^giR$n* 

i4)si) ~i3) ®^ma*cK«0fc£tt*£w-ra, sum^. 

1 5) 51) ~1 3) 0^1*n^Cia«Ofl:^S^W.r4, NAD (P) 

i 6) 5i) ~i 3) ©tr»rn^irge«©{k^s^rs. nad (p) hi: 
tot* ^nco^Kr ai * tc \*mmm. 

21 
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1 7 ) ±tE£n#, mmmmm. mmmmm, mmmitm. 
&%m&ttfa mto&&&£zfmteK&mmfr$t3i&mfrz>Mtt2tiz* mi 6) 

1 8) ±ib£h#, mmm&Mtmmmtemm&'vtoz* mie) \zmme>?m 

1 9) i£: 




(la) 



Ri a . R 2a « R 3 ~R 5 tt. ^WtllliiLT, 7K^, /\ny>, B&<*nWT 
feJ:^ffl7W, g&£nx^Xfc<fcWg®7Jk^r-;k fi»$nxtr>Xfc 

<fcW£$7;k*-Jk g&£nx^xt>ekt^>^D7;wk a&Sftx^xfc 

xt)«k^7U-;k ii$nx^ttJ:t«i, tHD^x g&snx^ 
xt>j:^7;kn+i/, g^$nx^xt>cfc^7 , j-;u^->, B&£nx^x*> 
«kir»***^*^, fi^$nx^xt><k^7v;k g&£nx^xfc«fc^-g& 
^^-jk^-^v, «tt$nxvjxt)j:v^;w^'r;k > J 7V> g&snxt^ 

B&snxnxfc«fcirW$A ->7/, *^*7K g&sttx^xfc^-g 
gftsnx^xfei^-gtft^^+'X Bft<*nx^x*>j;n-B» 

22 
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tmm&ttTz* nad (p> h**zs#— mmmo 



m^nx^xh^is.m7)v^)i7,)vt^)u. m^nx^xh^j^-jv 
;uu*-;k ii$nT^Tt)j;i^Ta7 u-;W£$7;u*;k i^^tit^ 



2 0)5$: 




(I) 
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R 4 tt» &WC7)V*)V. ££fcm&£ftWTfc«fc^7U-JkC&0 ; 

;k flHft$nT^Tt><t^^^D7;i/+;K£»7J^-;k ff&sn-o*T*><fc 

lr>7U-;WS«7;U4 1 -;k fi$tlT^Xfcct^y^D7MJHii7J^ 

;k g^$nT^Tt>«fc^7'j-;u*;i/^-;k Bft$nwrt>.fcn7y-;u 
fi»7;wu*;M?-;k ii^nt^Tfect^iim Aoyx cho, 

mmZ^TZ. NAD (P) H^y^-tMI. 

21) thz^mmzmi) -2 0) oiri-rn*M3i3»o^«jo^ft&» 

#-T*C<i:^#mi-r-5, NAD (P) HCWars^AO^Kr^fctti&S^tt. 
2 2 ) ±|3£&#, IHiff 3R|$$. dljfiitt*C,^A, £P$3. KIMrt:^ 
tSE^&0f£, ifM^ctOTOTS^^b^-S^^ii^^n^, 121) 

2 3) ±E£fta«. w^djiMiiit^s, ^2 1) \zmm<Di3&. 
24) nad (p) HizMmTzmm*fe%£rz\zmtz>tc#>\z%^z>mwi& 
zmmtzfcvxDmi) -20) ovim^tcaa*©^^*©^. 
2 5) ±&m&tfi* 0km, mmmmm. mmmmm. mmmm. 

mmm^mm, &ihmmte&vmmwmi£&frttzm*$ffli2nz* 124) 

2 6) ±E£«#, JH«S*fctt«SK^HtMISfin?**. 12 4) CffiltoffiE. 

24 
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& m <d & m & m w 

*mi%%\*tfcM%1l*mttti1&%z. NAD (P) Hifftl £ %-fZ>hm<D 

jk x?s>k n-yntr;k i-yntr;k n-^;k s-m i-^f 
;k t-^;k n-^>^;k 1 -jl^jvzTo tr;k 2-*3\>k7^jk 3- 

j^Jk^k 2, 2-v*3MU7D7 p ;k n-^->;k 2-/^;k^>^;k 
3->3\H^>^;k 4-*3 t ;i"*>^;k n-'XT^k 2 -^^kv^k 
3-^^;UA+s/;k 4-*^;i^*->jk 5 -^jkx+vjk n-^y^k 
n-^^Mk n-y-Jk n-fyiWfh^th'o^-Jk n-Hr^k 
n-HJxvJk n-7h7r>Jk n -^>^x->Jk n - vJk n 
-^^Tvik n-/tfvJk *5«fc^n-x<u-tJ-nj|/^W6n-5. 
L<liCl]i^C9 7WW&n5. £bt:i#£b<te, C1*^C67 

"b«kn7«j-^*->, e^$nx^T ! fcck^-gm^>ik^-;k^+^> 

BM£ftWCt><fcVH'SA B&$nTV>T i fe«fctr>7£ '^A 7^h\ - Hp. 
-hay, j*;kfr;/K M&$ftWtfc<U>-B&3 1 ^ BftSnWTfcJ: 

25 
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10 

^ais*. rgg$nwTfcJ:^7;Mr;ki c^»t47;u*JHE+©** 

is «Sffl«<K raift$nT^iT"b«k^7;wy=;vj t\t, mmWi£fc\$ft&vi 
•km&&?zzt&T-&. *nt><n-m&£\z&tf2>&w\t m mmzitit (z> 

B3fi£®9?3^\ f-;u, 7»j;k -f v^D^-;k i-:/D^xjk 

2-*3^- l-7"P^-;k 1 -y-r^Jk 2 -7r--Jk 3-7x-;k 2 

20 -x?mu- 1 -y^xjk 3-^^-2-y^n;k i-^>x-Jk 2 

>x-;k 3 -^>r-JK 4-^>fZJk 4-*7)V- 3 -^>x-;k 1 

-A^-fe-jk 2 -'vHixjk 3-A+-fe-jk 4-^\^-fe-;k 5 -^-fc 
-;k l-A,y^-;k 1 -t^f^Jk 1 -x-fex;k 1-f h7 

x-fexjk l-*?$T-t-)l, 9 -^"^^x-fe-;k 1 -x-f n-fexjk 3, 
25 7, 1 1. 1 5 -fh7^^-l-^ft-Mmn. ffib<» 
C2*^C8 7)lfr=.)Wmtfe>tlZ. ^6l:$ftL<UC2^bC6 7;U^x 
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)v&mtft>nz>o zoQ>T'\tmz\i-)i<. 7u;k -rvyD^-;k l-yp^ 

-;k 2 -^^JU- 1 -^D^-;k l-^r-ik 2-Tx-Jk 3 

Lfc r««isnT^Tt>«fcuj <h»$n* r:r;wki anf-g^ar?**. 

&«WT3££#T-#5^\ WAH X^-;k 1 -yPtT-jk 2-7 P Dt? 
-JU (^D/^MJW > 2-y^-;k 2-^>r>-4— f=;m?©ft#|R2 
^^12 oo-a^^^TLT^Tfc«fc^7;u^x;kS^^tf bn^. JfSb 
< ttC 2 rt> 6 C 8 TJ^^JW^tf^tlS. $ S U < ttC 2 6 C 6 

~5ffl, $F*l/<«lfi~3fflT&*. BmS©&g«#^K^$n^^. ±12 
R 6 C (O) R 7 OC (O) - 
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fT«^$ti?>sw^^5, *?£b<^ 3;r 6 c (o) - 

tt&*a£j KfcttS T^tK^Sj <h lilt «Atf, ^gliSSd: IxTMfS 

^;k ^otf^-ji/. 7^u;k -rv^u;k a'i^ujk fy/tnuk tv\* 
x^>vim<D^>vym*mzm&t2>m&&&&tfm&&wtLx\t, m 

AfcE, 2-. 3-, *fctt4-7;k^-D ; 2-. 3-. £fctt4-*DD ; 2 -, 
3-, ^fe«4-7'n^ ; 2-. 3-, $-fz\t4 - 3 - H ; 2 3-, 

28 
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4-*?)l>;2, 3-> 2, 4-, £fc«2, 5 2, 6-, 3, 4 
*fc»3. 5-^^; 2, 3, 4-, 2, 3, 5-, 2, 3. 6-> 2, 
4, 5-, 2. 4, 6-, £fc«3, 4, 5 - h L) ;*3\>W ; 2 3-, 

4- x^;2-, 3-, ^fctt4-^Dtf;U ; 2-. 3-. *fctt4-hU7 
5 )V*a*3-)),; 2-* 3-, £fc&4-* h*~> ; 2, 3-, 2, 4-> 2, 5 

2, 6-v 3, 4-, £fc«3, 5-v?^h^r^;2, 3, 4-, 2, 3, 

5- , 2, 3, 6-, 2, 4, 5-, 2, 4, 6-, *jfctt3, 4, 
h*v;2-, 3- ISitt4-Ih^>;2-, 3 £&«4 -^D^*^ ; 
2-, 3-» £fc«4- HJ^tfo* h*~>; 2-, 3 £fc«4 ->>7/ ; 

10 2-, 3-» £fc«4--hO ; fc&tffc£n6©Sifc£:fc«ktra»M©ffie 

^BJiSffl*^ rhUg^vU;Uj tit, (-SiH 3 ) 0 3<H0tK*# 

tl<2>. 

20 

25 *mmm** rAoy>j tvxu. mx\t. yym. mm, mm, avmufi 
itf&ns. rs^$tiTVixfe«k^j tit. ±mvrz mmznx^xbz^} 
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5 

^V^h^X ^^h^y, t-^h^y, ^>h*~>, -YV^>h* 

v^£>^$: i ftn u 6 o7;m^->^#tf e>n^>c rg&$nxt^xt>£^j 
10 <h«, ±i$u£ rg^$nT^xt>ct^j <h&$n<5 r7)i*)U} (Dm^tmw. 

*wmm** r{£.m7)i'r=.)i**i'i tuxte, ^<D&$mi/^-;i43:j!ijie 

15 2-*3\>l/- 1 --fo^-Jlt^iy. l-^f-M+y, 2 

3-^f-M+y> 2-l^-l-yf-J^y, 3-^^;U- 
2-yx-;U^+~>. 1 -^>f--)Vj-*i/. 2 -^>T-)lj-*zs, 3-^> 
4 -^>f-^t+y> 4-^^-3 -^>^-;i/^v^<D 

^ic2^^b7(D7;u^-;i'^-^v^tf e>n^c rg&^nx^xfc^j 
20 t\t, ±j&Ltz m^nx^xh^i tfoznz r7JWh nmstmrn 

R s O- 

25 [3+, R 8 «, rg^$nx^xfej;^7U-;H £>£il<h[5l-X&£] ^x 
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R 9 C (O) O-, R 10 OC (O) O- 

ji^v^wsn*. 

»£n£ r7;w*;ki o»^tra«Tf*«. 
*ajiSB**. r^^nx^T i bJ:^^;u;N' ; e-i';pj <hte, a 

20 R U R 12 NC (=0) - 

^Tt>«fcv^>^D7;Wk g&£nx^x*>J:^>^a7;u*;i«7;u*;k 
S&$nx^xfcci:^{£$7;k3*>\ g&^nx^xfci^u-jk 
nx^xfe<k^7'J-;i/{£i^7;u+;k «&snTfrvrfc£v>7y-;M-*HS 
25 I7^w, «jft$nx^xt> < k^ffi»7;u^;^;p*-;k H»snx^xt> 
i:^7'J-;k2jk*-;k g^$nx^x=bcfc^^D7'j-;KSiS7;wk 
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JWk^UA^k N, N-v^T^+^^^A^-TJk N-kFD+y^ 
JkKt'Ok N-&R7)l3lrzsj})M*'()V* N-th'P+y-N-ii7^ 

*r)\,ft)Vrti=<i)V. n-^m.7)Vzi^-n-^M.T)V^)Vt})in^ ;k n- 

N-g&:7xx;k^;i/A^>f;i/S^##tfsn5. 

t-Ok N-yotr^jw^-fjk N-^yypfcrjkfr^A^Jk n-^> 
<;k n- t -^>5 i ;u*JUA*t-f ;k n- i -x^;p^Dejw*;w^<;k 

^-N-^^;u^;u/^-r;u, n. N-yifjwj^^jk n-^^u-n 
-^Dtr^auwt^-ok N-^fs/iz-N-^^^uA^jk N-y^;i/- 
N-x^*;wtt-r;k N-y^-N-7*Ptr;i/^^A^<;k n-^;u 
-N-'fv^owwM^jk n, n-i/zf^-)Vii)vn^)v, n-x^ 
-N-yptf;i/^;uA^<;k n, N-^yDtrjk^jw^-f ;k N--ry7*p 
tr;u- n - n - 7d tr;k* jua^ ;k N — r v 7*p bf n - ^ ;ua^ 
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5 JWN^-Ok N-h Hd+V-N-I^*^^^, N-kHD^y-N- 

^y-N-fyyn k!;V* JWFE-f ;k N-kHo^y-N- -f 7 zf^Vft )vn 
^Jk N-k Fo^y-N - s e c -^fJ^^WJk N-kFo^y- 

N- t -T^jkfcjw^-Ok N-kHD+y-N-<>fJW;VA ,; E-fjK N 
10 -t Ha^>--N--i'y^>5 L ;i'^;wt : E-r;K N-kHn+y-N-w> 
^;k*;w\^-r )im<D$km%. 2~7©N-kh'o^y-N- ®M7)v*)vt>)Vrt 

±m<D ^-{m7)vn^i/-n-a.7)v^r)vts)vn^)]/\ t\^x\t, -e 

5 N - «7J^ +y - N - ffl7 Jl/+J^ JW^-f Jk MZ.lt. K^-> 
20 jWt^-Ok N-^ h*->-N - s e c MJI/W ;K N-*h*v- 

;k^<;i/^we>n3o 



25 ±MV> rN-M&^x-Jl^WN^-fJkl OS^*<i:bT«, «7JWk 
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(4-^^7i-JW ftjk^-Ok (4-i^7ir;i/) 
(4-hHD+y7i-JW #;W\*t>Ok (4-^h+-/7irJl/) #;kA^E 
-Ok (2, 3-ykFn+y7i-;W ^Jl/A'^^ (2, 3-*h4^>7 
x-;W) fcJWtt'f Jk (2, 4-ytHD^y7x-JV)*MHJk (2, 
4 _pt h^y7i-iW ^l/A'^-f Jk (2, 6-ytFD^y7irjW 

A^-r;k (2, 6-/h+y7i^w ajwtt-ok (2, 4, 6 -nut: 

^□+y7x^) *MK;k (2, 4. 6 - f> U ;* h^->7i -;W 

A^e-ok (2, 4-v/h^v-6-hh*p^v7xn;k0^;w\^-r;k (2, 

6-^^y-4-tHD4 1 y7xr:Jl/) ftJkA^Jk (4, 6-yhFD 
+y-2-^h+y7xZJW *Jl,WJK (2, 6-ytFD+y-4-^ 
h*->7x-;U) fcJUAt'Ok (2, 3. 4-h'J^h+y7xZJV) 
^E-Ok (2, h^y-4-kHD^/7xrjW #;UA^;k (2, 

4-^h^y-3-th'D+y7x-JW #;k>\*^;k (2, 3->>tKa 
+y-4-^h4 : y7xZjW *J|/A'HJK (3. 4-y/h^y-2-kF 
D^y7i-W *;W\ ,; e-r;k (2, 4-ytHn^y-3-/h : Ty7x- 
;U) ^UA^-Hk (2. 4-i/^ -*5Mk7x-;W ^UAt-Ok 

(2, h*v-4-*3Mk7x:z;k> AJW\*t^JH^$tf^5. 

yfii7W7aA >?{£ii&7;k*;k7$/\ {£®mM^#;ktf-;k7s / 

». M7;kn^v*;k^-;K£i|R7;Wk75y, kh*D^yIi7W7 
57« #;W\ ,; E-f Jk75 A &Wi7)mri'i&m7)l*)l>7S.;* {&W7)V*)V 

7jk*-;k75A v^o7;wi/7$/^#W£tt£. rs^$nT^Tt> 
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m-r&zv. m\\z, *^)i7z./. x^)V7$y. -fu&vj^;. <v~? 
5 ot^TSA 7^757, -fV7>^7^y, sec-7^7^y> t- 

10 -T'&D. ^<D±#<2j5*3$t$:&i2&^L2 0 ^{£$7;l/*;U7 S 7 . 0<J*_ 

y/fjvjsy, x^y3\>i/75 y. yiw^y. y ^;|/7d e;u7 
$y, x^;uyaeji/7^y, -rv7 p ptr^y^;u7$ < yynt^i/x^ 
7 = y, 7*^1/^^75 y, 75 1 ;ux5 1 ;u7$y. -rv75 1 ;py5 1 ^75 y. 

15 

±!B0 r^7;u+;^ju^x;u75yj <hLT«. ^<£{£ii&7;WM;iBii«e 
£i£<i:|5i-T-&6fr\ )i$-)\<7s. y, x^;u#;i/#x;u7 5 

y. 7'okfj^;i,fc;i/75y, -f vt°o fcf;u#ju#xji/7$ y, 7:f;i/#,>u# 
-^75/, ^rv7^;u*;u^x;i/7^ y. s e c -y^Atuix-jiT^y, 
20 t-7fMM^7sy, ^>^u#;u#xjU7^y> <v^>^;i/#;u# 
x;u7 a s^ornm®. 2 fctr> l 7 o7;i/*^M-ji/7 a y s^tf e»n^ 0 

#BJ*ffl#fK r-fsyj CR 13 -NH-CR 14 S*fc«CR 15 = NHS 

fcHK CdT, R 13 ~R 16 te, h5I2 *7)V*)V\ , t7 : ?)\>*)V} , T7 

25 v;i/J , gm^nT^Tfe<t^7U-^7.;i/^x;U (0tj^.«, 7^3+y7i- 
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kFD+y, 7Jk3*v, !7)l*)H , r7?)l/*)ll . rr^j . 
^Mi/. 7tfM5/. T'Phf^xJM' = y> tert-y^yM 

10 ;wtf^ns. mz-(s./, ^jh$a ^pwn^y, ^x^jh-s 
y, 7tfMi^f^^. 

*B^«ffl«^, rgjftsnT^Tt>«kti75> f yj ttt. -c (=nh) nh 2 

tUTtt. flilAtf, y^D7JWK '>?o7Jk5rx;k i/9u7)V*-)V* ! s 

20 ?P7;kfr^x-;i^##tfe>n<5. ±B2©'>^P7;^;PSo0iJtUTtt, M 
y^Dyoejk y^aym ~>£P^>3\>k e^PM^k 

n^T^Jk v^P^^Jk k'v^D [2. 2. 1] A^;k ky^D [2. 
2. 2] *^5P;k k'y^D [3. 2. 1] tf^Jk fcfv-^P [3. 2. 2] 

y-;k e->^P [3. 3. i] y-;k ky^D [4. 2. l] yxjk k'y 

25 i7D [4. 3. 1] fyJK 7^>^f0^3^L2OOy^D7;P 

*;pgw#tfe>nso ±i2©5/^P7;i^x;us©0S£UTtt, 0y*.«. 2- 
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>- 1 fJk 3-->7D'vHr>- 1 — <;U^0^^4 75:^L2 0©v7O 

7ji^x;i^a^tf£n<5 0 ±te<7)v^P7>iu*> ? x-;i/S©0ij<i:LT«, m 

A.\Z. 2, 4 -v^o^>^X>- 1 — f 2, 4-y^OA^yl>- 
5 l--f;k 2, 5-^daWI> - 1 -< r;^©^fgt4^ViL/2 OOy 
7 a7JW*^x-;PS^^tf ens. 

-r>xx;k i-y^)i, (i-i-y^)V. 2-±y^)vm) . 7>hj;k 7i 

UXJH?) 3r©*&§»6fc^L2 OOT'J-MfWbnS. (MM) 7'J 

15 &g£:LTte> 2-, 3-, t.1t\tA-yMu\ 2 -> 3-, 

4-^DD; 2-, 3-. ^fcfcU-yp* ; 2-, 3-, £fcti4-3-K : 
2-, 3-, £fc«4-*3\>U; 2, 3-, 2. 4-, Sfctt2. S-i?*?-)Vi 
2, 6-, 3, 4-, £tz\Z3, 5-x^^;U; 2, 3, 4-, 2, 3. 5-, 
2, 3, 6-, 2. 4, 5-, 2, 4, 6-, £/c&3, 4. 

20 2 -, 3 -> *fctt4-X3\>l/; 2-, 3-, £fc«4 - 7*D \f.)V ; 2-, 3-, 
*fe«4- hU7;U^-D^5 L JU; 2-, 3-. £fcfcU h*-> : 2. 3-, 
2, 4-, 2, 5-, 2, 6-, 3, 4-, 3-fctt3. 2, 3. 

4-, 2, 3, 5-^ 2, 3. 6-, 2, 4, 5-, 2, 4, 6-, £fcte3, 
4, 5- HJ*h*->; 2-. 3-, ifctt4-Ih^>;2-, 3-. 

25 4 - 7°OtK^'>; 2-, 3-, £&te4 - h U y)l*n* ; 2 3-, 

££«4-->7/ ; 2-, 3-, £fctt4.-xhd ; fcfctfKJinSOffiftSfc 
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**WJJk ^77'JJk ^v^7 4 /u;k -fs^/u;k e^/u;k 1. 

2, 3-^+1t^77U;k 1, 3, 4 7 VU;k 77if-;k 1, 
10 2, 3-5 1 7^7 4 /U;k 1, 2. 4-^7^7V*U;k 1, 3, 4-^75/7 
7»JJk 1, 2, 3-MJ7VU;k 1. 2, 4 - h U 7 VU ;k fh7 7'J ;k 

tr'jv;k try^-jk eu5 5?n;k tr^^-;k HJ7vx;k *7'j;k 
tr^^-;k tr^u^-;k ifDUy-ww^n^. *<D2m& 

is -ry^>V7^-;k ^>v* Cb] ^x-;k <>H'j;k <v<>h*'j;k 1 
h— r>^/u;k ^>vW5*vjjk ^>y*-*-t*V'jjk 1. 2-^>v 
-rv^+iJViuk ^>V5 1 7Vu;k i, 2 -^>vw v^77u;k ih- 
^>VhU7y*u;k *yu;k -fv*y'j;k ~>>y-;k ^/u^k * 
y^U-;k 7^7^-;k t7f'jy-Jk 7*u-;k yxus^k 

20 /WUJk a-#;k#'J-;k 0 -*;U#y =;k r-^^'J-JK 7^'Jv 
-;k 7x/*U-v-jk 7x/f7y-Jk 7xt->-JK 7i7^i 
;k ^7>M/~;k 7ith l Jyr]K 7x:M-D'J-Jk -f>KUx~;k 
kfon Cl, 2-b) tfuyy^k tf^7*D Cl, 5-a) tf'J^k -fS*' 
7(1, 2-a) tf'JyJK -f$^/Cl. 5-a) tT'JvUk -f5*VCl. 

25 2 -b] e'J^"Jk Cl. 2-a) tT'JSvXJk 1, 2, 4~h 

»J77p C4, 3 -a) tTUv;k 1, 2, 4-MJ77D (4, 3-a) tf »J 
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0 0 0 0 0 ^ 

CQ 00 00 CO 03- 




Ri*0- 
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lvtt>«kfrW5A g&£ftX^Xt>£^75vA 7xH. ^ho, - hay, 

y'j^wen^. atftSd««sfrntf. *-©&«na~3®. »ii< 

7m*JW-il'ST*I^$Mi7J^K^I.. 
20 ±120 r(g|R7;u^;k*;Ujj5-ji,j ©jftUHWtbTH. ^(DUSMTJ^V 

^u;k ;ti/»j;k -fVAk'JJk e;tp-f;k / \^/<;^o^^2^ 
25 ±aeo r{£jss7;m^">*;k^-;k' ©ffio^tim zvi&mrfr? 
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R 17 S - 

io fr$*i3£3tt*#tfe>na. r-g&^j turn mtf, x 

t-y^;u^> ^>3Mi^3-> 
u 6 ©-gft^sa^tf sn*. 

is *Q&m«'K rgift$nTUTt>«fc^-ajft5 t ^^->j <t«, 

R 18 SO- 

20 

R l9 S (O) 2 - 

25 t>$n5sw#tfsn-s. 
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R 20 s (O) - 

5 

10 *;k ->7 0 7;k^:i;k yi/D7Myl->>H^) , 7U-;PS^7^f£ 

±f2<D t^tk^Sj o7;v+;k 7;k^--;k 7)V*-)m<DMtLxi$, 
15 a^tf<=>n£, 

±ffio r^tTK^aj <^>7n7JM^k ->7P7;k^;k v^d7;u^x 

&^xMKbtcb<Dt®m<Db<Dtfmft>nz a 

20 

±ta<D r^kTK^Sj cD7U-;PSO0ii(!:LT«. WAtf, 7i-Jl/, -f>x 
nJk ^73\>k (l-^73Mk 2-:h73MMS0 v 7>HJ;k 7xt>h 
lUk 7-fe^75 1 l/-;K (9 l-7)l*V-)V 

m) ^cDc*3i&6&^L2 oo7u-;i-a^W£n£„ 

25 
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%wmmxmmm&> 2 x&$ut\t 3 m^^mmm^mmmmmm^^ti 

;k **u-yujk osttvvvjv* ^7VJ;k -fy^TVUJk -r^yy 
u;k tr^VJJk 1, 2, 3-^-^>?7Vu;k 1, 3. 4-^^71/ 
u;k 77if-;k 1.2, 3-^7^7V'j;u, 1,2. 4-^7^7i/u;k 

1. 3, 4-?7y7V'J;k 1, 2, 3-MJ7VU;k 1. 2, 4 - MJ 7 

vu;k fh7!/>j;k truv;k tfu^^-;k eu s v-;k tf^>?-;k 
;k ^>y (b) ^x-;k -f>K»jjk -fyoHUJk iH-f>^yu;k 

^>v-r^yyu;k ^>v^itvj;k 1, 2-^>y<v*wijjp, 
'ov^vjjk i. 2-^>y-ry^7 4 /u;k iH-^>yhU7yu;k 
4vu;k -ry*yy;k v>y-;k *±yux;k ^y+u-y^jk 7*7 
s>-;k :f-7^u^-;k yj-ik Tx'JvxJk #;wwu;k a-#;k# 
»Jx;k 0-;&;M?U— ;k r-*;^'JrjK 7^'J> J -;k 7i7^y- 
;k 7i;f7y-Jk 7it^-Jk 7i/^Wr;K 5 1 7>hP-;k 
yx^-h'Jv'-Jk 7x^-hD»j-Jk -r>H'J^-;k tfno ci. 2-b) 

tfu^-;k tf^yo [i, 5-a) eu^k -rs^y a. 2-a) t?u 
v;k-r$yyci, 5-a) tfu v;k -r^^y ci, 2-b) eu^-;k 
-fs^/ci. 2-a) eiu^-jk 1, 2, 4-hU7yn [4, 3-ar 
tru^k 1. 2, 4-hU7yo (4. 3 -a) tru^v-;i/^we>n^. 

HO+Ttt, ^^TtLT^^©^.^^-r^M^«, y u;k 

*>V Cb) 7»J.Jk 2H-tT^>-3-<;U. -Y7^>y7^X 2H-7D 
/>-3—f;k ^>^-;k ^DT-;k -fy^DV-jk 2H-7D (3, 
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10 L^jyfcwobn^T. MAfcf, <y^>^-;k 2-kFo+y-3 

-*3\>U-;7*^;k 3-t Fn*~>-2-7x-;uyot:;k 3- (2, 

3-* h^v-2 -7xz;i/yDtfJk 2- -3-^5^ 
;U-y^;k 3- (2. 4-ytFD+y7iZjW 7*Otf;k 3- (2, 4- 
15 y^h+y7iZJWMrW 7"fik 2 - t H P*v-:/5Mk 2-fcKn 

+->-3-^5 1 ;u-^>5 1 ;k 2-* h*->-7^;k 2-* h*v- 3 

20 jWk x^;k n-;/Pt?;k i-yp^Jk n-y^;k i-y^ 

;k n-^>^;k 3-*3\>k73\>k 2, 2-^^5 1 ;i/ypy;k n-^\*-> 
Jk 3-*?-;i^;k 4-*3 L ;i^>3\>k n-^y^k n-*^;k n 

-y-;k rh7t h*ay^-;k n-r>Jk n-^^fyJK h»J7Jk* 

ppwk 2 -yp^-jk 2-^x-Jk 3-y^n;k 2 -x^;u- 1 -7 

25 x-;k 3-/3^- 2-7f-Jk 1 -^>x-Jk 2-^>x-;k 4 
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-P rU'fy^nWk TBSii, t e r t -^y^^yiJJK SEMU 
10 2- (MJ*^;UvU;W Ih+y^^^t. Bzltt, ^>->\>k MeH 

*3Mk PhB7i-jk MOM«, *h*5ot3\Jk TMSahU/^y'J 
prenyllt (T&fc>£, 3 2 , 

prenyl oxyliyi/ZM+y, roc 6 H, , - c j \t, : str W\*i/)\, 

tti/. roc 6 H u -nj Mw^xJU^v. Tsll p-Hkx> 
15 *Jk*~;k TBDPSteU tert-^y7i-^y'j;k Bu'lt t 

e r t -73\>k 'Prll -f V^DfcTJk picolyl oxylt hTnUJU 

t*y*St. r ( ) 2 j fcL -ffi^T'^^di^TK-ro (S&) 7JU 

*Jk (fi&) 7U-;Hfef»C*»t5 <S&) tt, 

20 
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#$B9Wb£*J (la) \m&\s<mt%® (I) <fc9ff£U<ttfl:£- 
« (I-l) (la) CfcHT, Rlatt^Klili^tlT 

^Tfci^fcM^JWTfcO, .fcOffi L<«-CONR 1 R 2T:&£ 0 R2 
a«0£U<«7tefn?fc*. 

(la) Cfc^T. Ria. R2a, -tft-etlffiftofi 

±f5i£ (I) T*L£«£, R^^^T'^0 ; 
; R 4 **7K*T*0 ; R 5 #fi&£nTt>cfc^7U-Jl/r-&5, it'a^J'V 

^BJOjfJL^MilJ, ±IB^ (I) TOUfc*^ Rx^*^TfeO ; 

£iIiR£n£ 1 *fctt2fil±©itSlS , T?Blft$nT^Tt>«k^7U-;UT*0 ; 
R3#**3:fctea»;£nTtrvrfc«fct,>7$ ; R 4 j&i#$T* 0 ; R 5 #. 

v, 7i=;HS»7KJk 7iZJHHR7JI/+m->, 7x^;Mg®7;U* 

a^e-ok 75/, ^□7;M^uffi$7;u*;M-*-x m^td7'J-;i, 
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3^***fcttSft$nTir»T ! b«fc^7syT*o ; r 4 *****t?*0 ; R 5 ^ 

Jk fi«7;U3*V. tHD + y, fiftTJ^^f*, 7x-;k 7iZj^ 

*;ns»7ji/+jpt+->. ^ctt>*^xD7'j-;uffi^7;w^+^b^-sp 

15 ±E3fett»»C*^»T, R2^il<lt g&SnWTfcefc INSIST 

(#J: tf^vA t!^'J>V, Kd'JvV) Tfi&Sttfc7 

20 =befcU7a/{c£tt£gglSte, ffSU<i^fara%filTfc < i:«7 
)\s*V> m : -CH2-CH2-CH2-CH2-, -CH2-CH2-0- 
CH2-CH2-) , Tyjfc(Jyffl7J^ik li$nt^TfcJ;^7x- 



25 



*%W0fc&Z ^zB^LUimmWit. ±IBj£ (I) R t # 
TklJiT'&O ; R 2 ^S^$tlT^Tt>«fcV\2 - % 3-M^4-^7y;7x 
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bilft^n; R 3 #7Mf&T&9 ; R 4 #zMf&T&0 ; R 5 j&*. An^X Any> 

ftfiftTW, teHRT^^k te»7;m**>, t^a+y, mcrh*)^ 
Jr. 7izjk 7izM+y, 7x-;w&$7;M^k 7 x-;k£|S7;w+;u 

7xx;M£$7JU*JU7$A 7x-JHf7;^J^^, 7xZM 

*5<kt;^xD7 'j -JKgi^7;wi'^^>'^^^-5p^e»ji^^n^«^ 

^U7Am?5:i*(D7;U*'J^M, *Jk/7Afi, 7y*-><7Aig, A'J^A& 
75:i:07;i/*U±^M^ ftbtfK:7;U$ x«7A*SU 7>^-«7A^t*^ 
tfbtlS. =£&i&g<htf)&<i:LTte> h »J ;*3\^7 = X MJX;f;U7=:X t? 
U;y>, tfn'JX x^y-;U7 5>, vx^y-;P75>, MJx^/-;W7 
yy7PA+yJl/7iy, N, N' - S^>:^kX^ I' >^7= 

o&^Wbnso mmmt<Dt&£LTte, mm. 7yit*m 

t<Di&tVT\$. ^fig, Hfft t h'J7Moftl, 77^, ->o.7^ 

7k-f>&, ^X>&, UA7^ 'J>«» 7>7 f «. TX3)VMym. ?L 

$0m>K, ;**>7Jk*>&, p- h;i/x>7s^>^ > ^>-tf>x;^ 

>fiSfc££©ifi#*gtfbn5. igg-1475 7^<h0^t LTtt, 7JM*x>. »J 
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g&sn^sufs. ^©.fc^^sttfttt-r^T, ^ns©jg^«jtRi«ic* 

5 (Bungard, H. , Design of Prodrugs, pp. 7 - 
9, 21-24, Elsevier, Amsterdam 1 9 8 5) B 

Cl-C67J^HXf^ WxJil, ^fJUXf^K x^;UxXtMU, n- 

^□ejuxxx^, -f yyntr;i/xxx;k n-y^xx^jk -rv^jn 
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XxJk tert -yf;HXr;W . ^JU^'J ZlfJUXrJK *3j;tfN, 

y^tt, MAtf, -tea (i a) T**>$n*fc£4&©:rhytfAJfi£3£fl:;i 

(Aldrich Chemical Co. .Milwaukee, W 

1 scons in US A ; fifiS^N o. 2 8. 9 5 6 - 6 t LTA^ bJH6) 

#-5. If;H7f^ft5yDH7y^tt, 0»;Ui, -JRS (I a) T£fc>3 
tl2>4t&<to(Di- h U r7A&£ 3 0\t^)V (Aldrich Chemical 
Co. .Milwaukee. Wisconsin USA;Sft#^No. 
I - 7 7 8 (>>*3\>U*;i/A7^ momm 

■rJUT&a^nF^.y^fct (la) T?at>*ns^4ftO^ h U^Att 

£2-:7PD-N, N-^x^T-fe N75K (Aldrich Chemic 
al Co. .Milwaukee, Wisconsin USA; Sippft^f N 
o. 2 5. 0 9 9 - 6 tVTX^m) ^KfoZitZ (i? *?)W)V&7 S. K« 
©Sflt«tO ^^»3«kO»ifi"r5^t^-Ct5. ^;l/*U /XT^UXXx^T&a 
yoH77^t -<t£iS (la) T£frSft*ft;£«50:J-HJ£AJS£4- (2 
-^DDX^WtMU^iKAldr ich Chemical Co.. 
Mi lwaukee, Wiscons in USA; Moo#^N o . C 4 , 2 

2 0 - 3 t bTA^ Rjflg) ^ISSW H*0*tt«t») C 
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5 

*g2£#) »J&»^jWtf5*T.*. T&fc>^ A^fttlK&ttSNAD (P) H 
HiWJtLT, Sfctt. NAD (P) HCilt^I^t^MtlT 

10 

*f£wo&ffc®zm^T®&i£nn2>mm\z\t> m.. mmmmm. &&&& 
m& mwimmm , rgnsiflig ik#m. ms) , iif 

15 

^TfC#^Bj0E^m^l0-^«J^liMfeS:^-r. 

mm* mm, mm, mmmommmm, t.tz\t^nyzfm, am sawj* 

20 ^7 p l^-^0^Mi:LTSPtfe««PWlC^-r^c:«h^T 

m&m, mm\, mmmmm. m^mm, wmm, &mm, mmmmi, 
<m, wmm\zmz>m\, mmmmm, ®®<tm, mm<m, mmm, mm 

25 (Dmmmmm&m^zztwvgz, x, *m\<»&fm\z\**nwjM-<Du& 

D (P) HE«£WT*«5K£E£T*££fc™T**. «P0&4ifii&i: 
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-x. d-v>- i — )v, m^±)iu-7,, x>y>, nmt»ii/*j J** mnm 

10 

iH:^«HXfiH, 7»>'J;Wfi6BS^hU^A. x>7°>, 7f7'J>» 

ty^u-tu h\ h-x^ctOT«^ui]-;^^>iu>"^A^w^n 
a. 

S3 
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10 

7 x a- ^ * >s^w £ o 

15 X^Wtf<=,n£, 
25 
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mttmiiz&ttzmmmmkDftmtem t ut», ^uxfi/>^u □ -;k 

:/pek>^UP-;k D-T>xh-;k £S#8& / <>>Mk x?/-;k H 

Stt^l, #J;Lfcf* tf'J fc*x;k7;kP-;k * U t'xjUfn U H X 
kHo+vlWJVD-X, t: Kp^vX^JHzJUp-;^ hFP^v^Pkf 

15 

d - t>x bn<5. 
20 # ? x >&ffi#0ii«^w <=> . 

>if )i3 ~v A££tfi&& ^p # -i > mmf e> ns. 

^□□7*v-;k ^>v;U7^p-jk 2 -7xx;vx^;U7;kP-;k fk 
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5 

15 

A S nzitSVi £fc tt^J© 5 "fe © 1 ^ £#J* k&^t 5 £ £ £ $ £ tc^tr. 

25 *9im<F. rNAD(P)HCMars^i£03l^*«^.enagatCNAD(P) 

H**~>^— feTO3J£&#-rSj ttt, WAtf. ±&Lfc<fc5ftNAD (P) 
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hm\z, nad (p) Htti/tr— Mmmm*±Mo& 

O \Z&5-?Z z. t &jg5fcT *. 

Rmmitm. ^mmbe, ksme. #^sihibe, mm 

jfilJE, JgttKifiiH, SSItltiJfiiH, PIMEE/Lii, #$fc&SifiiflE. ^^tt^ifiiffi. 

mskB, *^«nad (p) h**->^— vzmmtz<D\zi-tttemo)-f8&: < i 
io a) x'mt>^n^it^<D^m±^m^m^m%mmzn^-r^>zt^^t^ 

- hLKimmffi&mmfiE., &tz\$N ad (p) H**i/y—ezmm-rz>(D 
15 (i a) x&t>i$n%\t£;®ofem±.%%uAzm%mm\z 

*wmm*. mmmti tit. mmmmt, mm&mmm<t, ^ijntii 

20 bV<\*%*&W)MMl\:, ££ttNAD (P) H:**v^— tz 

zmm-fzMz-tftfrmfD-fs&t a a) TSfc>£nsfc£$><Dte^±w#j&* 
zmzLWi® k&4T set #&£ £ £ n * s t, ^ . 

25 SMlfil^^ fcU<««^U& $fc«NAD (P) 

*->^~ ti£lfi«T&oic+#&ficD-j&:£ (la) i?gt3^5<t;^0M 
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*BJM»*> r&jfoftgjjSj fcb<tef£ff, *&«NAD (P) 

mm. ifcBNAD (p) H^v-^-ifSM-r^^m-^^fi©-^ (i 
20 ao-asa (i a) ^mt>2nz<tG®ofem±%®u&*m%wiWz& J *?z 

25 S£#m ifcBNAD (P) H**v^-i2?£lflgT30K+#fce®Hfta 
(I a) irgt)^ 115 ft^0M±f ?^i^«»t:^t5 C t« 
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5 ^ 'J 7ttWg5&, ft#H$Mffi& iimftBQffi& jfiL£«1£Htt& ieJ¥£W», 

ttNAD (P) H^+y^- lf*E»f *©K+»3te*©-«« (I a) Tto 
10 it£t^"5. 

«tt«*£jft. itti^f^^. ittilf^l, SgJBttWafoi. ftA. » 
&It£MF& Luegenec^llg. £fg14J£5*$U HffilHAy* 
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mm. sfc«NAD (p> h**^— vzmm? z<Dizi- KtzE<D-f&3: a 

*wmm*. rjgj t\t, mm mmmm, &m®m. mmmm. & 

&m. 3.-' ormm* ¥mmmm, m&mmm. mmmm. 
mmm, 9mm. mumm. m¥±&Ms mm. mm, & 

mmm. %m&m. %mwm. mmm* mmm, n.'g^mz.m. wmmm. 
ifttii, era, m%m. t^y-T, fleams. tf-r^A*!!*. m& 

H**->y— i?sa«-rsojc+»^ao-jRS5: (i a) -e^snsfk^© 

(iirtft^<fc«rttt«mi ;ff^^ftW(i «Atf. Omma 
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0 1mg~10gTfeO,^KIl 0. lmg-lg, lmg-lOOmg, 
0. lmg-1 Omgfc£T?&Dt#*. 0. 01mg~lg 

T&O, ^L<H 0. Olmg-lOOmg, 0. lmg~100mgv 1 
mg~10 0mg> 0. lmg~ 1 Omgfc£"C& 

AtffitTOKifi^fe^fctt-tnJCipCS^te^frf&n*. It&m (la) ©I 
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u z u k i fcfo\zmCT&Zfcx.tf£\,\ 

V & mfc&&XS7ttV>{t%m*:m^X. WSSonogas hiraS 
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#fgBj©j£ (I) tr 7 [1. 5 -a] 

TZJjmt. 'AtoT-ftZo m^ts No v i n s on, T. ;Robins, R. 
K. ;Mat thews, T. R. , J. Med. Che m. 1977, 20 (2), 
2 9 8-2 9 9. £<i:tfAnn. Chim. (Rome), 1970, 60, 2 
25, Ann. Chi m. (Rome), 1970, 60, 22 7 %&m<DZ\t. 

( I V) 



0 




\Z, £.Utcfrb>(D/\ay>fc\z&K). bf^/o [1, 5 -a] eU5^>®# 

&±<d£oiz, *^cout, *<Dnmzn* (Di&mxmmxstzifi, *wm 
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[l, 5 -a] tf'J 5 5 -*J^>iX^XX 



CI 



B0 2 C N 




Novinson, T. ; Robins, R. K. ;Mat thews, T. 
R. , J. Med. Chem. 1 9 7 7, 20 (2) , 2 9 8 - 2 9 9 
10 jfcbfc. 

(H»J2) 

(tf^VD[l, 5-a] tr , J5> J >-5-*J^>i?x5 1 ^XXx;K^^) 
CI 



15 7-^ODtf^VD [1. 5-a] tTU$^>-5-*;i/^>g|X5 1 ;i/XXx 

;P (15. Og) , BfcW-MJtfA (6. 54g) , 10^7'm^ (6 

6 5mg) ©^x^;u-x^y-;w d-i, somD mmm^^nm^. 
ysmvft. Rfomr®, Kj&m&zm* m&n®Ltc 0 nmrnm^uzm 
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fi»s*x*/-;kfc»miisau mn&&vtgk o. 9g. 7 8%) 

mp : 114-11 51C. 



[1, 5 -a] K'J55?>-5-M#>iI^l^ 
f^^3-3-^7 4 /o [l, 5 -a] eU^>-5-#;i^>&X5f 



N'^l Br 2 




Et0 2 C N orlQ 




fcT57a [l, 5 -a] fc? U 5 x>- 5 -fcJU^Kx^x*^ (6. 0 
0g) (DpVUMA (6 0mL) mmz, fcftT* (1. 6 1mL) <D? 
DD^;UA (3mL) mWt&ffiTLtzo TO 1 5^Wil#a, * (1 0 OmL) 

ftU Jtfefttfll («. 0 3g, 9 5%) fcftfc. Mp : 1 1 3-1 1 4/C. 

fcT57D [1, 5-a] tf»J$> J >-5-*;^>^X5 1 ;i/XXx;l/ (1. 5 
3 g) » Ei{b=3^$ (2 3mg) tf^DPifrjUA (1 5mL) SfKK:, 4 Ot 
T. Hfifca^* (0. 7 OmL) SiTIL 4£<3SJfrM$t£lRji&3 0# 

£#&X^;W-^*^>J;?mgrau StfittttH (2. 13g, 9 8%) £f# 
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fz, mp : 1 4 5- 1 4 6*0. 

[i, 5 -a] tru5> ? >-5-*;i/^>^ c tr/3- 
a-Ftr^/n [i, 5-a] trus5?>-5-*;vsH>K©^«) 




X = Brorl 



[1, 5-a] tf'J5 5/>-5-*;i/^>^X5 1 ^XX^ 
;W (3. OOg) O^^y-Jl/ (2 0 0mL) mm\Z2M%.7mi£i-hVV&7k 
mm (1 lmL) fcJnA, iU«fifljKeS&T3 0»HIIiCm 5k»T, 2& 
5£JI& (2 2mL) CT*»Lfc. **/-;W£«JBE®SUTf*&n&ffiffi4&S 
itflfrU ftjftft, (2. 60g, 9 7%) £f#fco Mp : &2 0 

[1. 5-a] tf'J5^>-5-W>iIfJHXf 
JK2. 1 Og) .fcOHttCLTHfiBfl: (1. 8 2 g, 9 5X) Sflft.mp: 
i&2 1 5*C (ft 2 0 OlCfcT#S) . 

(3- (3-^oP7i-JW K5 % /0 [1. 5-a] tfU S5?>- 5 
#>&x3\N/XXx;K2£jjfc) 
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a 



B(OH) 2 



Pd(PPh3) 4 
KaP0 4 




[1. 5 -a] lf'J$y>-5-^M>ix^xXf 
)V (1 8. OOg) , 3-i?PQ7irjH^i (12. 5 0 g) . QAjWttiV 
•^A (3 1. 12g) > 2 0 Om 1 0fi£«fca«S«T*T?i»FLT 

rh7*X (h'J7x-M^7>f» n^Wk (0) (1. 50g) , £2in 

»X>3 0 0mlT?fflffiLfc. »imttSfiSft6tt*«c^ »^>")A1: 
3£J*U «E»«fUTl#en>S:S»*'>'J*^*9A^PTh^77'f- (ft 
$X^;i,-hJkn>=8 : 2) TMMLT, 3- (3-^DD7i-JW tf^V 

□ [l, 5 -a] e»j5> J >-5-^;i/^>^x5 1 ;wxxx;i/ (is. osg, 

8 9%) S»fiftJRft*T?f§&. mp: 1 2 6- 1 2 9t, 

(3- (3-^DP7xX;W M^JU [1. 5 -a] h!'J5y>-5-M 




3- (3-^P07x~;W) tf^Vo [1, 5-a] tTU5> ? >-5-*;^ 
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>tlf;H^fJV (18. 00g) , ^y-JH20ml, 7h7bHD7 
7>120ml (DMSWUZ, 2 Mfefrmiti- b U V Aim®. 6 0ml ^ 

BtU 3- (3-i7DD7i-;W tf^VP [1. 5-a] tf'JSv>- 5 
)Vtf>M ( 1 4. 02g, 8 6%) Sj*fe$HKi&T?ftfc. 

(«0d7) 

(N-2-y7nA^7i-Jl^ 3-(3-^ao7x-;i/)tr^Vn[l, 
5-a] tf»J5v>-5-75 KO^fiE) 




3- (3-?uay*-)i\d7Va [l, 5-a] tf'j 5> J >-5 -#;i^> 

$ (0. 0 8g) , 2-->^O^vJUT^U> (0. 0 6 g) , N, N->?* 

g) » not i -x^;u- 3 - ( 3 ->>*^;P7S y ^whsm sro. 

0 7 g) , SiaT2I^Wl/fc. S>Sttfc*2 Om 1 Z&g&fr. & 

i£x^8 0mlTttfflL£, fflffltt&ffi&ft&7fc%$& iSST^i/yAt 

*U->-»«X^»l : 1) WKx^WTffiebT, N-2- 

•>^DA+^7i^ 3- (3-^DP7i~;W e^VD [1. 5-a] 
tf'J = y>-5-75H (0. 08g, 64%) fc*6#H*ftTl»fc. mp : 1 
6 0. 2-161. 4t, 
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<*»«8) 

(7-^V-2-7x-^-4, 7-vtKofcf7yp [1, 5 -a] t!U 
$y>- 5 -#)W#>&X3\>PXX^Jl/(Z>£fi)c) 



o 




H 



Ann. Chim. (Rome), 1970, 60, 225, Ann. Chi 
m. (Rome), 1 9 7 0, 6 0. 2 2 7^##{:Mlfc. mp : 2 5 6- 
2 5 7^,, 

(MWR 9 ) 

(2-7x-;|/-7-^ODtT7VP [1. 5-a] tf U 5 5»- 5 -;fr;WS 




7 -^7-2-7x^-4, 7-^tHotf7yp [1, 5-a] fc?U5 

^>-5-*;w#>Kx5 L ;wxx7 L JW<k0 7-^DPK7^/p Ci, 5-a] e 
U5> 5 >-5-^;^>^x^;i/xxx;v©-&^^#%{c:^bfco m P : i 

3 5- 1 3 71C. 
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10 



wjio) 

(2-37x^;l/-hf57VD [1, 5 -a] fcf U 5 5 -*J^>tXf;V 



2-7x^- 7 -^ODtf^^/D [1, 5-a] eiUv>- 5 
HlfJUXfMD, iiibfclf^'/o [1, 5-a] fcf'J5v ? >-5-*;i' 
#>Slx^HXf^^^l:fHMtfc. mp: 180-181 

(^«J1 1) 

(2-7x-;i/- tf^yD [1, 5 -a] ey$^>-5-#;W#>»©£ffc) 



2-7x-JW-tf7Vo [1. 5-a] t!'J$> ? >- 5 -^l/zJ^&X^Px 
X7\>kfc*9> iftaiL/r3- (3-^PD7ir;W hf^Vn [1, 5-a] tf'J 

(mmmi 2) 

(N- (2-WJ;7iz;W *?)\, 2-7x-;Hf^»/D [l, 5- 
a] tf'J$y>-5 -75 Kco^fig) 
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2-7x-;i/-tf^/D [1, 5 -a] b?'JS5*>-5-;&;M*>fll (12 0 
mg), HUX^;W75> (0. 091ml) Ofh7th'P77> (10ml) 

mmiz. -4ox:x^numm^)i (o. 0 5 3mi) ztoxtco mz, 2- 

5 tM'J 7^>^;U75> (115mg) ©fh7tKD77> (2ml) 

S M vt*d tf;ux-^JUct D Blurts u n — (2- ; e;W7}nU/7x-;w 

10 ;V 2-7i-JHf7 , /a [ 1 , 5 - a] hf U 5 v>- 5-7$H(142mg, 
6 9%) mp: 1 9 0-1 9 2t. 

(mm 3) 

(2-757-4- (3-^pd7i^W tf^/-;w 




15 

J. Heterocyclic. Chem. , 1995, 32, 291. \z$t 
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mnmi 4) 

(7-^*7-3- (3-i7DD7i^W -4, [1, 

5 - a] tfuav>-6 -*;i/^>^x^;i/xxx;Ko-&^) 




2-75 7-4- (3-^DD7i-;W tr^V-^ (5. 7 3 g) (5 
7ml) K^X^Xh^^l^TP^-h (6. 58ml) ^jdnA, 5B# 
PMfcil^fco »8S«ffSil/fc«, »»X^;W (3 0ml) &jJB^ 15 
^falinilllfc. SJ6ttftft9tt«fm&)t%b« 7-^7-3- (3-^7 
DD7IZJW -4, 7-^kKoe7Vo [1, 5-a] trU5> ? >-6-* 
M>^XfJl/XXf^ (7. 15g, 7 6%)£f#£. 

5) 

(3- (3-^P07x-JW -7-^PPbf^yp [1. 5-a] tf'J^v 
> - 6 -^JJ^>iX^H7xfJl/OM) 




7-**V-3- (3-^DP7xx;W -4, 7-ykHnlf7 4 /D [1, 
5-a] tfU5v>-6-^j;i/^>^X5 1 ;l'XX^;i,ci;D. 7-^PPtf^VP 
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[1. 5 -a] t?Ui> 7 >-5-*;i/^>^X^X7.x;i/^^^##^-& 
f&btco mp: 140-141 

mmmi 6) 

(3- (3-^DP7ir;W hf^/D [1. 5-a] \dV$i?>-6-*l)V 

#>^x^;i,xxx;hz>&s£) 



3- (3-^D07xx;i/) -7-^DD(f7 4 /o [1, 5-a] tf'J5> ? > 
-6-*;V7H>^x^xXx;^0HU^bfct!^yD [1, 5-a] e>J5y 
>-5-*;i/^>^x^xXx;VO^^{C^^-&fi)clxfeo mp : 134. 5 
- 1 3 5. 5*0. 

<£tt«l 7) 

(3- (3-^DD7irjW tf^/n [1, 5-a] KU 5S»-6 




Et0 2 C 



V 




3- (3 -^PD7x-JU) tf^/D [1, 5-a] fcf >J 5 6 -#;M* 
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-a] tf'J 5 v>- 5 -*)[<$>M<D'e!f&mzm^f&Lfz a mp: 2 7 2-2 
(flSSMl 8) 

(n— {2- (4- t -^h^v*;i/^-;nf^^^y) 71-JH 3 
- (3-i?DD7i-JW tT^Vn [1, 5-a] tf'J$y>-6-75 H©-& 



Boc 




3- (3-^PP7x-;W fc^/P [1, 5-a] t!U 5 Vy- 6 
>$<fcO> i^bfcN- 2 - ^OA+i/JV7ir;i, 3- (3-^PP7x~ 
%) tf^/P [1, 5-a] tfU$v?>-5-75 HO^?*«^j^bfco 
mp : 20 1 — 202*0 (ftB) . 

9) 

(N- (2-^7'7;7irjl/) ^^JU 3- (3-^PP7x-;U) fcf? 
VP [1, 5-a] tfU5v>-6 -7$ K<Z)£/&) 
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Boc H 




N- [2- (4- t -7h*v#;U#-;Wtf^>V) 7HJH 3 
- (3-^DD7iz;W tr^l/D [1, 5-a] tfU 5v>- 6 -75 K (3 
OOmg) , MJ7/M-nM (0. 4 2ml) (DZaa-ftfrA (6ml) mm 
* 6mm$Ql&mffiLtco KfomZlfciVL, 2Nzk&fc:hhU^A7kJg$ (3 
ml) ZMttm. ^DDmT'tttKUc. fli$«7^y7AW 

bfc^xh7kHP7^>-v-ry^De^x-x)WctDBi^^t:b, n - (2 

-kW>V7x-;W) 3- (3-7DD7i-JW fcf^/D [1, 5 

-a] t!U5y>-6-7$ H (2 2 Omg, 9 0%) mp : 18 5- 

18 8t„ 

mmM2 o) 

(ffl^O^HJI^J) 

fcft^^^^O^lCO^T, M*5«fctX l H-NMR^M^bito NMR 
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'H-NMRfitt, iy^WW^->H (DMSO-d 6 ) , fi^PP^ 
ACDC 1 3 ) , fit!U>?> (pyridi n-d 5 ) Wfh7^^>7> 
5 *ftffi&m£LXMfeLtco 6m\$, ppmt, (J) fctHzT^gBL 

x-^^> stt-fiH, <Ui=JMft» t UEII, q«2ga^, quint 
s e x t \£7\M.1&> mte^fiH. b r i|i/2:«l^ic*T^o 

10 «4fr&4&fcO^T, m^tltchOiZ-O^X. m&&£ZSNMR<Dlfem&7jk'?. 
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mi) 







NMR 




o 


A-1 






0 6 


A-2 








A-3 


- 


- 


H fN-H 

H3C' n ]TnV 

(J 


A-4 


- 


- 




A-5 




- 




A-6 


— 


— 




A-7 








A-8 








A-9 








A-10 








A-11 
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NMR 




CHfi £\ 


A-12 






i a 


A-13 






HN^"O~ 0Me 


A-14 


- 


- 


MeC V^Jl H f^N-N 


A-15 


- 


— 




A-16 


- 


- 




A-17 


- 


- 




A-18 


- 


- 


O-ci 


A-19 








A-20 








A-21 








A-22 
















A-23 
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(£1<D00*#) 



it?* 




NMR 






A-24 








A-25 








A-26 


- 






A-27 






H J^N' 1 ! 

O 


A-28 






Br 








ft 
N H f^N r l 


A-29 


- 


191-192 


1 J «^4j.N 


A-30 


- 


- 




A-31 




— 


« 


A-32 






0 J 


A-33 






h r^N-N 

° Q 


A-34 
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NMR 






A-35 


- 


- 




A-36 








r\ O / 






^ 6cho 


M OO 








A-39 






H j^N-H 


A-40 








A -ill 








A-42 






H l^N" 1 ! 


A-43 








h—AA 






* HC^O 


A-45 








A-46 








A-47 




- 


Me 


A-48 


1H-NMFKCDCI3) <5: 
1.86(3H. s). 2.34(4H, br). 
2.91 (4H.t J=4.8Hz), 7.16- 
7.33(4H.m). 7.44(1 H.t. 
J=7.8Hz). 7.89(2H. d. 
J=7.2Hz), 7.96(1 H.m). 
8.44(1 H. d. J=7.5Hz). 
8.50(1 H.s). 8.89(1 H. d. 
J=7.2Hz). 10.54(1 H, br.s). 


165-166 
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NMR 




Boc 


I A-49 




203-205 


H 


A-50 


1 n~INIVIr(\V/UUIo^ o : ^.olr^ 

2.90(8H. m). 7.13-7.28(3H. 
m). 7.34(1 H, ddd, J=8.1. 2.1, 
1.2Hz). 7.42-7.49(1 H.m), 
7.90-7.96(2H. m). 8.48(1 H. 
s) 8 47-8 52f1H ml 

8.89(1 H. d. J=7.2Hz). 10.52- 
1 0.59(1 H. br). 


194-196 




A-51 




147-149 




A-52 






1 o Si 


A-53 


1H-NMR(CDCI3) fi: 
0.99(3H. t J=7.2Hz). 
1.30(3H. d. J=6.3Hz), 
1.66(2H. m).4.12(1H,m). 
5.36(2H. s). 7.33-7.47(5H. 
m). 7.63(1 H. d. J=8.1Hz). 
7.84(1 H. d. J=7.2Hz). 
7.92(1 H. s). 8.82(1 H.d. 
J=6.9Hz). 8.98(1 H. s). 


- 




A-54 


1H-NMR(CDCI3) 6: 
1.03(3H,t, J=7.2Hz). 
1.34(3H, d. J=6.6Hz), 
1.69(2H.m).4.15(1H.m). 
7.26-7 7 K6H m) 7 73(1 H 

* ««»W #•# I \ Wl 1, If l/j t * # */\ lilt 

d, J=6.9Hz), 8.41(1 H. s). 
8.74(1 H. d. J=6.9Hz). 




Me 


A-55 




104-107 




A-56 
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NMR 






A-57 


- 


210-211 




A-58 




169-171 


Boc 


A-59 






Boc 


A-60 




- 




A-61 


1H-NMR(CDCI3) 6 : 
1.00(3H.t, J=7.2Hz). 
1.3(K3H.d. J=6.6Hz), 
1.65(2H.m). 4.07-4.1 7(1 H. 
m). 7.05(1 H, d. J=0.6Hz), 
7.41-7.53(3H, m). 7.66(1 H. 
br.s). 7.70(1 H, d. J=7.2Hz). 
8.79(1 H. dd. J=7.2. 0.9Hz). 






A-62 


1H-NMR(CDCI3) <5: 
3.02(4H. t J=4.5Hz), 
4.0K4H. t J=4.5Hz)! 
4.79(2H, d, J=6.0Hz). 
6.99(1 H. d, J=0.9Hz), 7.12- 
7.52(7H. m). 7.72(1 H. d. 
J=6.9Hz). 7.98-8.0K2H. m), 
8.79(1 H. dd, J=7.2. 0.6Hz). 
9.01(1 H. br.t). 




H 


A-63 


1H-NMR(CDCI3) 6: 

9 Mi AH hr ml (V!(AU ♦ 

t.onVHn, or.rrv, o.u/v»n, t, 
J=4.5Hz). 7.13-7.23(2H. m). 
7.29-7.32(1 H, m), 7.49- 
7.57(4H. m). 7.69(1 H. d. 
J=6.9Hz),8.13-8.16(2H.m). 
8.44(1 H. dd. J=7.2, 2.1Hz). 
9.38(1 H.d. J=7.2Hz). 
10.95(1 H.s). 
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(g1<DOO*£) 







NMR 




H 


A-64 


1H-NMR(CDCI3) 6 : 
3.0<X4H, t, J=4.8Hz). 
3.19(4H.t. J=4.8H2) . 
4.78(2H. d, J=4.7Hz). 
6.99(1 H. d, J=0.9Hz). 
7.1 3(1 H. td. J=7.2. 1.5Hz), 
7.21-7.52(6H. m). 7.72(1H. 
d, J=7.2Hz). 7.97-8.01 (2H. 
m), 8.79(1 H.dd. J=7.2. 
0.9Hz). 9.07(1 H. br.t). 






A-65 








A-66 




- 


b 


A-67 


1H-NMR(CDCI3) <S: 
1.84(1 H. m). 2.43(2H. m). 
2.76(2H. m). 2.98(1 H. m). 
3.70(2H.s). 4.67(1 H. m). 
7.24-7.37(6H, m). 7.43(1 H, 
t J=7.5Hz). 7.75(1 H, d. 
J=7.2Hz), 7.88(1 H..br.d. 
J=7.8Hz), 8.1 0(1 H, br.s). 
8.1 7(1 H. br). 8.51(1 H, s), 
8.81 (1H.d. J=7.2Hz). 














A-68 


- 


- 












A-69 




- 


H 


A-70 


1H-NMR(CDCI3) <5: 
2.9K8H. m). 7.13-7.28(3H, 
m). 7.45(1 H.ddd. J= 8.0. 
50 O6H7) 7 9fif1H H 

w.V, \J.\Jl 1*./, # »9UV 1 ill U t 

J=7.2Hz). 8.25(1 H.ddd. 
J=8.0. 2.4. 1.5Hz). 8.54(1 H. 
s), 8.55(1 H. dd. J=8.0. 
0.6Hz). 8.62(1 H. dd. J=5.0. 
1.5Hz). 8.91(1H.d. 
J=7.2Hz). 9.34(1 H. dd. 
J=1.5. 0.6Hz 
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NMR 




SMe 



A-71 



0 




A-72 



0 

6* 




A-73 



CD 




A-74 




a 



A-75 




A-76 



BOCN"^ H 




A-77 
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NMR 






A-78 








A-79 








A-80 






Sot 


A-81 








A-82 








A-83 








A OA 

A-84 






OMe ° 


A-85 








A-86 








A-87 
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(g1(DO-3#) 



NMR 



0^0 



N x 1 



o 



n' h n* M * 





A-94 




A-95 



Et0 2 C h 




A-96 




A-97 




A-98 




A-99 




A-100 
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NMR 


^(°C) 


H 

ft 


A-101 


- 


- 










Boc 

Yh I^rt 


A-102 


- 


- 


H 

Yh f^rt 


A-103 


- 


- 


Boc 

Yh l^rt 


A-104 


- 


- 


CF 3 








H 

Yh l^rt 


A-105 


- 


- 


H 

Yh i^rt 


A-106 


- 


- 


Boc 

Q J3 


A-107 
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NMR 




h f^r% 


A-108 






H f^N-N 


A-t09 






H J*V% 


A-110 






H f*V\ 


A-111 






h i^yi 

MeQ A^ o 


A-112 








A-113 


- 


- 


H 

CF 3 


A-114 


- 


- 


NHBoc 

^ o 


A-115 







90 



WO 03/091256 



PCT/JP03/05024 







Lit in 

NMR 


Sfcj&( c) 


NHBoc 


A-116 






Y h r^r% 

us 7t 


A-117 


1H-NMR(CDCI3) 5: 1.40- 
1.65(1H.m). 2.08-2.22(1 H. 
m), 2.87(1 H. dd, J=9.8. 
4.7Hz),3.17-3.32(3H. m), 
3.41-3.5K1H. m).7.12- 
7.2K3H. m). 7.33(1H, ddd. 
J=8.1.2.1.1.2Hz).7.44(1H, 
t. J=8.0Hz). 7.85-7.90(1 H. 
m), 7.90(1 H, d. J=7.2Hz). 
7.97(1 H.t J=2.0Hz).8. 
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- 
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A-123 


- 




_NMe 2 
Y H 
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- 


0 V 




A-125 


1H-NMR(CDCI3) <5: 
2.53(2H. t J=6.0Hz). 
2.65(2H.t. J=5.1Hz). 
2 69(2H t J=5 1Hz) 
2.85(2H. t. J=6.0Hz). 
3.88(2H.t J=5.1Hz). 
3.94(2H.t J=5.1Hz).7.23- 
7.29(1 H.m), 7.32(1 H. d. 
J=7.2Hz). 7.37(1 H.t 
J=7.8Hz). 7.82(1 H. ddd, 

l—l 0 1 K 1 0 1 ft/1 LI A 

J-/.0, 1.0, l.ZrlZA o.loUH t t 


— 


o , 


N 
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^NMeBoc 
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- 
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H 

Vh f^N-'i 

rVVVV. 


A-131 




- 


OMe 










A-132 


1H-NMFKCDCI3) 6 : 
7.34(1 H. dd. J=7.4, 1.8Hz). 
7.40(1 H.s). 7.48(1 H.t 
J=7.4Hz), 7.82(1 H. t. 
J=8.4Hz). 7.86(1 H. d. 
J=7.4Hz). 8.1 5(1 H. s). 
8.35(1 H, d. J=8.4Hz). 8.40 
(1H. d. J=1.8Hz). 8.56(1 H. 
s). 8.91(1 H.tJ=7.4Hz). 
9.78(1 H br.s). 
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(Sia>o-5£) 




A-133 



NMR 

1H-NMR(CDCI3) 6: 1.40- 
1.68(8H. m). 1. 90-2.1 4(2H. 
m), 4.08-4.1 4(1 H. m). 
7.28(1H.dd.J=7.7, 1.8Hz), 
7.38(1 H.t,J=7.7Hz). 
7.76(1 H.tJ=7.7Hz), 
8.12(1 H.t.J=1.8Hz). 
8.51(1 H. s).8.81(1H.d, 
J=7.7Hz). 10.68(1 H. br.s). 
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MMiCc) 


h f^r\ 


A-140 








A-141 


1H-NMFKCDCI3) <S: 1.50- 
1.65(1 H, m). 2.02-2.25(1 H. 
m). 2.KK3H. s). 2.91- 
3.01 (1H. m), 3.09-3.25(4H. 
m). 7.12-7.22(3H. m). 7.30- 
7.36(1 H.m), 7.44(1 H.t, 
J=7.8Hz). 7.86-7.92(2H. m). 
7.99(1 H, t. J=2.0Hz). 8.33- 
8.41 (1H. m). 8.51(1 H. s). 
8.88(1H. d. J=7.2Hz). 10 




JJHMe 


A-142 


1H-NMR(CDCI3) <S: 1.51- 
1.65(1H. m), 2.02-2.1 6(1 H, 
m). 2.KK3H. s), 2.91- 
3.02(1 H. m). 3.09-3.25(4H. 
m). 7.12-7.22(3H. m). 7.30- 
7.36(1 H. m). 7.44(1 H.t 
J=7.8Hz). 7.86-7.92(2H, m). 
7.99(1 H.t. J=1.8Hz).8.33- 
8.41(1 H. m).8.51(1H. s). 
8.88(1 H.d. J=7.2Hz). 10 
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- 
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H 


A-155 


- 


- 










A-156 




- 


NH 2 


A-157 


1H-NMR(CDCI3) 5: 1.19- 
1.35(2H.m). 1.67-1. 78(2H, 
m). 2.46-2.59(1 H. m), 2.60- 
2.72(2H. m). 2.98-3.08(2H. 
m). 7.13-7.250H. m). 
7.34(1 H. ddd. J=7.8.2.1. 
1.2Hz). 7.47(1 H. t J=7.8Hz), 
7.88-7.94(3H. m). 8.42- 
8.47(1 H. m). 8.48(1 H.s). 
8.89(1 H. d. J=7.2Hz). 10. 




NHMe 


A-158 


1H-NMR(CDCI3) 6: 1.10- 
1.27(2H. m). 1.80-1. 91 (2H. 
m). 2.20-2.33(1 H. m). 
2.23(3H, s), 2.60-2.71 (2H, 
m).3.01-3.10(2H.m),7.12- 
7.25(3H.m). 7.32-7.38(1 H. 
m). 7.44-7.51 (1H. m). 7.86- 
7.93(3H. m). 8.43-8.47(1 H. 
m). 8.47(1 H. s), 8.89(1 H, d. 
J=7.2Hz). 10.49-10.5 
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A-159 


1H-NMR(CDCI3) 6: 1.41- 
1.57(2H.m). 1.66-1 .77(2H. 
m). 1.92(6H. s). 227- 
2.41(1 H. m), 2.62-2.74(2H. 
m). 3.08-3.1 9(2H. m), 7.12- 
7.32C4H. m). 7.42(1 H. t 
J=8.0Hz). 7.88(1 H. d. 
J=7.2Hz). 7.87-7.95(1 H,m). 
8.03(1 H.t, J=2.0Hz). 8.37- 
8.43(1 H. m).8.52(1H,s).8. 
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A-164 


1H-NMR(CDCI3) <5:2.79- 
2.88(8H. m),5.15(2H.s), 
7.09-7.25(5H. m). 7.31- 
7.50(5H. m), 7.85(1 H. d. 
J=7.2Hz). 7.90C2H. d. 
J=8.7Hz). 8.43(1 H.s). 8.49- 
8.54(1 H. m). 8.84(1 H. d. 
J=7.2Hz). 10.48-10.58(1H. 
br). 
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Vh rr% 
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SMe 








H 

F OH 


A-171 


1H-NMR(d6-DMSO) 6 : 
2.78(8H.s). 7.1K1H. dd. 
J=9.2. 9.2Hz). 7.1 9(2H.m). 
7.29UH. m). 7.71(1 H, d, 
J=7.2Hz). 7.85-7.95(2H. m). 
8.35(1 H, m).8.85 (1H. s). 
9.35(1 H. d, J=7.2Hz). 
1 0.35(1 H.s). 
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- 




A-173 


1H-NMFKCDCI3) 6: 
3.25(2H, t. J=8.2Hz), 
4.70(2H. t J=8.2Hz), 
7.14(1H.t J=7.3Hz), 7.20- 
7.30(2H,m). 7.38(1 H, t. 
J=7.3zHz). 7.60(1 H, d. 
J=7.3Hz), 7.85(1 H.t 
J=7.3Hz). 8.1 5(1 H. s). 
8.36(1 H.d. J=7.3Hz). 
8.52(1H ,s), 8.8K1H, d. 
J=7.7Hz). 
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0 f\ a 
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H 
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H 


A-209 


1H-NMR(CDCI3) 6 : 
£.oia4H, itv, Z./ov4n, nv, 
7.13-7.260H, m). 7.32(1 H, 
t. J=7.7Hz).7.41(2H.t. 
J=7.7Hz).7.74(1H.s).7.76 
(2H. d. J=7.7Hz), 7.94(1 H. d. 
J=7.3Hz). 8.52(1 H. m), 
8.54(1H.s).8.89(1H.d. 
J=7.3Hz), 10.51(1 H. s). 


- 


H 

ft 


j 

\\ 


A-210 


1H-NMR(CDCI3) 6: 
2.6CK4H, m). 2.76(4H. m). 
4.6(K2H. s). 7.15-7.38(8H. 
m). 8.07(1 H. d. J=7.2Hz). 
8.56(1H.dd.J=7.7. 2.0Hz). 
8.74(1H, s).8.95(1H, d. 
J=7.2Hz), 10.78(1 H.s). 
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H 
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(£l<DOO*#) 
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NMR 



C J 




A-212 



1H-NMR(CDCI3) 5: 
2.85(8H, s). 3.00(4H, s). 
7.1 2-7.36(1 OH. m). 7.86(1 H. 
d. J=7.2Hz), 7.92(2H. d. 
J=8.4Hz). 8.48(1 H.s). 8.47- 
8.53(1 H. m), 8.85(1 H. d. 
J=7.2Hz). 10.49-1 0.56(1 H. 
br). 
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A-217 



1H-NMR(CDCI3) <5: 
2.94(4H.m). 3.12(4H,m). 
7.1 3-7.31 (4H.m). 7.38(2H. 
t J=7.5Hz). 7.53(1 H.d. 
J=16.2Hz). 7.59(2H, d. 
J=7.5Hz). 7.83(1 H. d. 
J=7.2Hz). 8.50(1 H.s). 
8.59(1 H. d. J=7.5Hz). 
8.81(1 H. d. J=7.2Hz). 
10.95(1 H. s). 
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vp 

HN — / 



A-222 



1H-NMR(CDCI3) <5: 2.90- 
3.10(4H. ml 4.55(2H, s), 
6.55(1 H,d. J=7.4Hz). 7.10- 
7.40(7H. m). 7.86(1 H.dd. 
J=7.4. 2.2Hz). 7.89(1 H, d. 
J=7.4Hz). 8.39(1 H.s). 
8.66(1 H. dd, J=7.4. 2.2). 
8.83(1 H. d. J=7.4Hz), 
8.95(1 H.d. J=2.2Hz). 
10.78(1 H, br.s). 
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- 


S02MG 








H 

Qo 


A-229 


1H-NMR(CDCI3) 5:2.77- 
2.88(8H. m). 4.41 (2H. s), 
6.78(2H. d. J=8.1Hz). 7.11- 
7.44C8H. m). 7.78(2H. d. 
J=8.1Hz). 7.82(1 H. d, 
J=7.2Hz). 8.39(1 H. s), 8.49- 
8.55(1 H. m). 8.81(1 H.d. 
J=7.2Hz), 10.49-1 0.55(1 H. 
br). 
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A-232 




A-233 



1H-NMR(CDCI3) 6:2.88- 
2.97(8H. m),7.16-7.26(3H, 
m). 7.98-8.01 (3H. m). 
8.52(1 H. m), 8.63(1 H, s). 
8.73(2H, dd, J=5.0. 1.7Hz). 
8.93(1 H. d. J=6.9Hz), 
1 0.52(1 H. s). 
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mart) 





A-238 



1H-NMR(CDCI3) 6: 1.00- 
1.96(1 1H. m), 2.80-2.89(8H, 
m),3.81(2H. d. J=6.3Hz), 
7.04(2H. d. J=8.7Hz). 7.11- 
7.26C3H. m). 7.84(2H. d. 
J=8.7Hz). 7.85(1 H. d. 
J=7.2Hz).8.41(1H. s), 8.50- 
8.55(1 H,m). 8.84(1 H, d. 
J=7.2Hz). 10.52-1 0.57(1 H. 
br). 
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H 

V H 


■LP* 


A-245 


1H-NMR(CDCI3) 6 : 
2.86(8H. s), 5.17(2H. s). 
7.10-7.28(5H. m). 7.32- 
7 Vt(l H m) 7 79-7 85(1 H 
m). 7.87(1 H. d. J=7.2Hz). 
7.93(2H. d. J=8.7Hz). 
8.44(1 H, s). 8.49-8.54(1 H. 
m).8.61(1H. dd. J=4.8. 
1.2Hz), 8.71-8.74(1 H. m). 
8.85(1 H, d. J=7.2Hz), 10.49- 
1 0.56(1 H, 




H 

r i 




A-246 


1H-NMR(CDCI3) 6: 
2.85(8H.s).5.16(2H. s). 
7.09-7.26(6H. m), 7.35- 
7.40(2H.m). 7.86(1 H. d. 
J=7.2Hz). 7.90(2H. d. 
J=9.0Hz). 8.43(1 H. s). 8.49- 
8.54(1 H. m). 8.85(1 H, d. 
J=7.2Hz). 10.50-10.56(1H, 
br). 
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A-249 




A-250 




A-251 



1H-NMR(CDCI3) 5:2.73- 
2.82(8H. m). 7.11-7.35(8H, 
m). 7.40-7.45(2H, m). 7.50- 
7.54(2H. m). 7.87-7.92(2H, 
m), 8.1 0(1 H. s), 8.48- 
8.53(1 H. m). 8.53(1 H. s). 
8.90(1 H. d. J=7.2Hz). 10.58- 
10.64(1 H. br). 
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HN^NHa 14HC| 


A-254 


1H-NMR(d6-DMSO) 6: 
2.88-2.95(4H. br). 3.30- 
3.37(4H. br). 7.17-7.37(4H. 
m). 7.44-7.51 (4H. br). 
7.53(1 H. t J=7.5Hz). 
7.79(1 H. d. J=7.2Hz). 
7.99(1 H. s). 8.05(1 H, d. 
J=7.5Hz). 8.38(1 H. d. 
J=7.5Hz). 8.91 (1H. s). 
9.43(1 H. d. J=7.2Hz). 
1 0.40(1 H. br.s). 
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H 


A-257 


1H-NMR(CDCI3) d : 1.92- 
2.04(4H, m). 2.55(4H. t. 

\-A QU 7 1 7ni-7 1ftnH 
J-^.onZA /.Ul /.lOVOn.my, 

7.41-7.67(4H. m). 7.79- 
7.85(1 H. m). 7.93(1 H. d. 
J=7.2Hz). 7.94-8.01 (2H.m). 
8.37(1 H.s). 8.49-8.55(1 H. 
m). 8.96(1 H. d. J=7.2Hz). 
10.61-10.670H. br). 
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1H-NMR(CDCI3) 8: 
5.17(2H. s).7.11(1H. d, 
J=3.5Hz). 7.17(2H, d. 
J=8.9Hz), 7.33-7.5K5H. m), 
7.58(1 H. d. J=3.5Hz). 
7.78(1 H. d. J=7.1Hz). 
7.90(2H. d. J=8.9Hz). 
8.50(1 H. s). 8.87(1 H. d. 
J=7.1Hz). 1 0.78(1 H. s). 
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1H-NMRCCDCI3) 5: 
z.oblon, S), Z.94 _ Z.JW4rt. 
m). 7.10-7.33OH. m). 
7.87(1 H. d. J=7.2Hz). 
7.92(2H. d, J=8.1Hz). 
8.48(1 H. s). 8.47-8.53(1 H, 
m), 8.86(1 H. d. J=7.2Hz). 
10.49-1 0.54(1 H. br). 
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ill 



NMR 




A-291 



1H-NMR(CDCI3) 6: 
2.86(8H. s). 2.99(4H. s). 
6.86-7.02(3H.m).7.12- 
7.35(6H. m). 7.87(1 H. d, 
J=7.2Hz). 7.93(2H, d, 
J=8.4Hz), 8.48(1 H. s). 8.47- 
8.53(1 H. m). 8.86(1 H. d. 
J=7.2Hz). 10.50-1 0.56(1 H. 
br). 




A-292 




A-293 



1H-NMR(d6-DMSO) 6: 
4.85(2H. br). 5.17(2H, s), 
6.44-6.51 (1H. m).6.63(2H. 
d. J=6.6Hz). 6.79(1 H. d, 
J=7.2Hz). 7.08(2H. d. 
J=8.9Hz). 7.14(1 H. s). 7.30- 
7.49(5H, m). 7.52(1 H. d. 
J=7.2Hz). 8.27(2H. d, 
J=8.9Hz). 8.85(1 H. s). 
9.26(1 H. d. J=7.2Hz). 
1 0.7(1 H. br). 




A-294 




A-295 



1H-NMR(CDCI3) 6: 
2.55(1 H.br.t J=6.0Hz). 
3.01(1H.dd. J=14.1. 7.2Hz). 
3.09(1 H. dd. J=14.1. 7.2Hz). 
3.68-3.90(2H. m). 4.37(1 H. 
m). 5.17(2H.s).7.11(2H.d. 
J=9.0Hz). 7.19-7.52(10 H, 
m). 7.66(1 H.d.J=7.2Hz). 
7.85(2 H. d, J=9.0Hz). 
8.04(1 H. br.d. J=7.5Hz). 
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NMR 


g&£(°C) 


H f"N'N 


A-296 


- 


- 


H I^N-N 


A-297 


- 


- 




A-298 


- 


- 


H 

V h j^jrN 

° V D 


A-299 


- 


- 


CF 3 








H 


A-300 




- 


H 

^ "P 0°" 


A-301 


1H-NMFKCDCI3) 6: 
2.87(8H. s). 2.96-3.10(4H. 
m) 7 13-737(7H m) 
7.56C2H, d. J=8.4Hz). 
7.88(1 H.d. J=7.2Hz). 
7.93(2H. d. J=8.4Hz). 
8.49(1 H,s). 8.48-8.54(1 H. 
m), 8.87(1 H. d. J=7.2Hz). 
1 0.54-1 0.56(1 H.br). 
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(Sl<DO-3£) 







NMR 








A-302 






H 


•N 


A-303 


1H-NMR(CDCI3) <S: 
1.43(1 H.m). 1.83-1.94(3H. 
m). 2.37(2H. m), 2.73(2H. 
m). 3.24(2H. m). 3.63(2H. 
m). 4.09(2H. m). 5.15(2H. s), 
7.2K2H. d. J=8.6Hz). 
7.33(1 H.t J=7.8Hz). 
7.40(2H, t, J=7.8Hz). 
7.48(2H. d. J=7.8Hz). 
7.62(1 H. d, J=7.5Hz). 
8.10(2H. d. J=8.6Hz 




h (^n-n 
O' o > 


!P 


A-304 


- 


- 


° Q 

o- 


P 


A-305 


- 


- 


° 


^P 


A-306 


- 


- 




^P 


A-307 
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(g1<DO-3£) 







NMR 




H f^Nt 


A-308 


- 


- 




A-309 


- 


- 




A-310 




- 




A-311 


1H-NMR(CDCI3) 8 : 
4.89(2H. d. J=6.0Hz). 
5.13(2H.s), 6.99(1 H. dd. 
J=4.o, o.onz;, 7.0B - /.l Hon, 
m), 7.26(1 H. dd. J=4.8. 
1.5Hz). 7.32-7.49(5H. m). 
7.73(1 H.d. J=7.4Hz), 
7.86(2H. d, J=8.9Hz). 
8.1 5(1 H. br.t. J=6.0Hz). 
8.43(1 H.s). 8.79(1 H.d. 
J=7.4Hz). 




H 

ft 

Q o 


A-312 
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NMR 




H 

ft 


b rv 


A-313 






H 

0 ^ N 

frV N T*^ 

o <^ 0Me 


A-314 


1H-NMR(CDCI3) 6: 
2.86(8H. s). 2.89-3.00(4H. 
m). 3.79(3H. s). 6.84(2H, d. 
J=8.4Hz). 7.10-7.36(7H. m), 
7.87(1 H. d. J=7.2Hz). 
7.9K2H. d. J=8.4Hz), 
8.48(1 H. s). 8.47-8.53(1 H. 
m). 8.86(1 H. d, J=7.2Hz). 
10.51-1 0.56(1 H. br). 




H 


A-315 


1H-NMR(CDCI3) «5: 
2.03(2H. quint, J=7.2Hz), 
2.58(2H, t. J=7.2Hz). 
2.83(2H, t. J=7.2Hz). 2.87- 
2.93(4H. m). 3.10-3.18(4H. 
m).7.11-7.34(8H.m). 
7.85(1 H. d, J=7.2Hz). 
8.3K1H. s). 8.54-8.60(1 H. 
m). 8.80(1 H. d. J=7.2Hz). 
10.97-1 1.04(1 H. br). 




H 

0° 


HI 


A-316 


1H-NMR(CDCI3) 6: 
3.80OH. s).5.15(2H. s). 
5.73(1 H, d. J=7.2Hz). 7.33- 
7.45(6H, m). 7.47-7.51 (4H, 
m). 7.65(1 H. d. J=7.1Hz). 
7.98(2H. d. J=9.0Hz). 
8.47(1 H. s). 8.77(1 H. d. 
J=7.1 Hz). 8.86(1 H. br.d. 
J=7.2Hz). 


— 


H f^»'\ 

°^ ° Qp 


A-317 
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QCvW 


A-318 


- 


- 


H 


A-319 


- 


- 


cx ° qp 








H 


A-320 


- 


- 










h i^rt 


A-321 




- 




A-322 


1H-NMR(d6-DMSO) 6: 
2.84-2.89(4H. m). 3.06- 
3.09(4H. m). 5.18(2H. s), 
6.75(1 H. m). 7.14(2H. d. 
J=8 9Hz) 722-7 24(2H m). 
7.33(1 H.t. J=7.5Hz). 
7.4K2H. t J=7.5Hz), 
7.58(1 H, d. J=7.2Hz). 
8.20(2H, d. J=8.9Hz). 
8.84(1 H.s). 9.30(1 H. d. 
J=7.2Hz). 1 0.37(1 H. s 
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(g10>OO*#) 



ft** 



NMR 




A-323 




A-324 



1H-NMR(CDCI3) 8: 
0.91 (6H. d. J=6.3Hz). 2.27- 
2.38(2H. m). 2.77-2.89(4H, 
m), 7.10-7.25OH, m). 7.33- 
7.45(2H, m). 7.79-7.85(2H. 
m). 7.92(1 H, d, J=7.2Hz), 
8.42(1 H,s). 8.48-8.53(1 H. 
m). 8.89(1 H. d. J=7.2Hz). 
10.56-1 0.63(1 H. br). 



HaN^NH 



C J 



A-325 



1H-NMR(d6-DMSO) d : 
2.89 (4H. s). 5.14(2H. s), 
7.13(2H, d. J=8.7Hz). 7.16- 
7.27(2H. m). 7.29-7.37(2H, 
m). 7.42(2H. t. J=7.2Hz). 
7.50-7.54(2H. m), 7.74(1 H. 
d. J=7.4Hz). 7.94(2H. d. 
J=8.7Hz), 8.41(1 H. dd. 
J=7.5. 1.8Hz). 8.76(1 H. s). 
9.37(1 H. d. J=7.4Hz). 



Me02C. 



h i^rt 

0 



A-326 




A-327 



1H-NMR(CDCI3) 5: 2.91- 
3.22(8H. m). 4.68-4.79(2H. 
m). 5.07-5.1 3(2H. m), 6.99- 
7.34(1 1H. m). 7.68-7.82(3H. 
m). 8.35-8.59(2H. m). 8.75- 
8.81 (1H. m). 
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NMR 



6° Qjp 



A-328 



1H-NMR(CDCI3) 5:3.24- 
3.87(4H. m), 5.15(2H. s). 
5.78-5.86(1 H, m), 7.14- 
7.17(2H, m), 7.30-7.63(1 1H, 
m). 7.99-8.02(2H, m), 
8.44(1 H.s). 8.73(1 H. m). 
9.23-9.29(1 H. m). 




A-329 




A-330 



1H-NMR(CDCI3) 6 : 2.80- 
2.82(4H. br). 2.86-2.88(4H. 
br). 7.15-7.23(3H. m). 
7.55(2H. d. J=8.7Hz). 
7.94(1 H.d. J=7.2Hz). 
8.23(2H. d. J=8.7Hz), 
9.0K1H. s).9.11(1H. d. 
J=2.1Hz). 9.70(1 H. d. 
J=1.8Hz). 9.82(1 H. s). 



264-266(d) 




A-331 



1H-NMR(CDCI3) 6: 
2.8K4H, br.d. J=4.8Hz). 
2.87(4H. br.d. J=5.4Hz). 
7.12-7.22(3H.m), 7.33- 
7.37(1 H.m). 7.52(1 H. t. 
J=7.8Hz). 7.94(1 H. d, 
J=7.2Hz),8.17(1H.dd. 
J=7.8, 1.2Hz). 8.30(1 H.t. 
J=1.8Hz). 9.06(1 H. s). 
9.1 4(1 H.d. J=2.1Hz), 
9.70(1 H. s). 9.82(1 H. s 



230-232 
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(£ia>o-3#) 







NMR 


US/SCO 




A-332 


1H-NMR(CDCI3) 6: 
2.81 (4H. s). 2.85-2.87(4H. 
br.d. J=4.8Hz). 4.64(2H. d. 
J=5.4Hz). 7.07(1 H.t, 
J=7 2Hz) 7 1 3(1 H d 
J=7.8Hz). 7.26(1 H.t. 
J=7.5Hz). 7.35(1 H. d. 
J=7.5Hz). 7.54(2H. d. 
J=8.4Hz). 8.2K2H. d. 
J=8.7Hz). 8.95-8.97(1 H.m). 
9.08-9.09(1 H. m). 9.1 9( 


210-212 


H 


A-333 


1H-NMR(CDCI3) <5: 
2.81 (4H. s). 2.85-2.87(4H. 
m). 4.65(2H, d. J=5.7Hz). 
7.07(1 H. t. J=7.2Hz). 
/.io\in, u, <j-/.onz/, 
7.26(1 H. t. J=7.8Hz). 7.32- 
7.37(2H. m). 7.50(1 H. t. 
J=8.1Hz).8.15(1H. dd. 
J=7.8, 0.9Hz). 9.01 -9.03(1 H. 
m).9.12(1H.t, J=2.1Hz). 
9.20OH, br 


185-188 


f^NH 2 

n h r N n\ 

\a-/~"CI 


A-334 


1H-NMR(CDCI3) 6 : 
1.89(2H.t. J=6.2Hz). 2.24- 
2.50(4H. br), 2.60(2H. t, 
J=6.2Hz), 2.90(4H. t, 
J=4.5Hz). 7.13-7.28(3H. m), 
7.31(1 H. ddd, J=8.1.2.1. 
1.2Hz). 7.44(1 H.t, J=7.8Hz). 
7.85-7.91 (1H. m), 7.89(1 H. 
d. J=7.2Hz). 7.94(1 H. t. 
J=1.7Hz). 8.42-8.48(1 H.m). 




H j^lHl 


A-335 


- 


- 


H 


A-336 
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A-337 


- 


- ; 




A-338 




- 


.NH 2 


A-339 


1H-NMR(CDCI3) <5: 1.05- 
1.3K3H. m). 1.57-1.68(2H. 
m). 2.00(2H. d. J=6.3Hz). 
2.57-2.69C2H. m). 3.02- 
3.1 1(2H. m). 7.14-7.35(4H. 
m). 7.44(1 H. t, J=8.0Hz). 
7.89(1 H. d. J=7.2Hz). 7.87- 
7.93(1 H.m). 7.95(1H.t, 
J=1.8Hz). 8.40-8.45(1 H. m). 
8.49(1 H.s). 8.88(1 H. d, 






A-340 


- 


- 




A-341 


- 


- 




A-342 
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A-343 


- 


- 










H (^N' 1 ! 


A-344 


- 


- 


O H f^N't 


A-345 


- 


- 


NH 2 

ft 

i H r i N > 

\- =s /~CI 


A-346 


— 


— 


NHMe 

1 










A-347 















131 



WO 03/091256 PCT/JP03/05024 







NMR 


S££(°C) 


NHEt 

us <K 


A-348 


1H-NMR(CDCI3) 6: 
0.99(3H. t. J=7.2Hz). 1.14- 
1.30(2H. m). 1.80-1.9K2H. 
(T\), z.o i z.*§y\, i n, my, 
2.45(2H. q. J=7.2Hz). 2.60- 
2.71 (2H. m). 3.02-3. 11(2H. 
m/, /.ii~/.Zov»Jn. nru, /.oi 
7.37(1 H f mX 7.45-7.52(1 H. 
m). 7.88-7.96(3H, m), 8.43- 
8.48(1 H, m), 8.49(1 H. s). 8 


- 


N 








A-349 


- 




o 

n n \ 

0 H 


A-350 j 














Et °5 


A-351 














° 


A-352 


- 


- 










A-353 
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1 it¥£ 




NMR 




H 2 N N'W' 
HCI f3^CI 


A-354 






1 OH r^N 1 

N N IN 

H , 


M 

b-ci 


A-355 






. OH f^N 


O-c, 


A-356 


* 






0 


A-357 






EtOyOtj* 




A-358 










A-359 


- 


- • 


Et0 2 C 

X 




A-360 


- 


- 


HO2C 

O 
0 


1 J3 


A-361 
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NMR 




6 \p 


A-362 


- 


- 




A-363 


- 


- 




A-364 
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its®) 




NMR 






B-1 




212-212 




B-2 








B-3 


- 


215-217 


IMMMQ — ' 










B-4 








B-5 


- 


193-195 












B-6 


- 


187-189 




B-7 
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its® 




NMR 


BMSOC) 




B-8 


- 


191-192 


Ihbu 










B-9 


- 


206-208 










o 

SMe 


B-10 


- 


- 


1 


B-lt 


- 


202-204 


H2N 


B-12 


- 


- 


H H fV«L 


B-13 
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its® 




NMR 


MA 0C> 


6° 


B-14 


- 


- 






\ > 


B-15 


- 


- 


{ 


NHHe «*V 




B-16 


- 


226-228 


( 
( 


i C 

NHEt ^ 


\ 


B-17 


- 


234-236 


i 




B-18 


i 


246-247 




^HPr 


a 


B-19 




235-237 



137 




138 
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its® 




NMR 


U£0C) 


HN-^| H 

o V 


B-26 


1H-NMR(CDCI3) 6 : 2.03(2H. 
hi). 2.57(2H. t. J=6.9Hz), 
2.91 (2H. t. J=7.5Hz). 
6.74(2H. m). 7.02(2H, ra). 
7. 20-7. 31 (6H. ro). 7.57(1H. 
m). 7.82(1H, d. J=7.2Hz), 
8.29(1H, s), 8.8K1H. d. 
J=7.2 Hz). 9.71 (1H. br- 
s). 






B-27 


1H-NMR(d6-0US0) 6 : 
5.18C2H. $), 7.15(2H. d, 
J=9.0Hz), 7. 30-7. 43 (3H, 
m). 7. 47-7. 50 (2H. in). 
7. 56-7. 65 (3H. a). 7.72(2H. 
n). 7.960H. m), 8.23(2H, 
d, J=9.0Hz), 8.32(1H. a), 
8.69(2H, n). 8.86(1H. s). 
9.33(1H. d. J=7.2Hz). 
10.72OH, s). 




ci 


B-28 




184-186 




B-29 


1H-NMR(CDCI3) 6 : 3.01 (4H. 
s). 3.03-3. 10 (4H. n), 
3. 19-3. 27 (4H, n), 6.74- 
6.8KIH, a), 6. 95-7. 02 (1H, 
b), 7.18-7.38(8H. n). 
7.67 0H, t. J=2.1Hz). 
7.80OH. d. J=7.5Hz), 
7.92(2H. dt. J=8.4. 
1.8Hz), 8.520H, s). 
8.85(1H. d. J=7.2Hz). 
9. 64-9. 70 (1H, br-s). 




CI 


B-30 




203-204 
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NMR 




H 1 J 

N H (^rt 


B-31 


1H-NUR(d6-DMS0) 6 . 
1.34(6H, t. J=6.9Hz), 
2.73(8H. br), 3.97(4H, q, 
J=6.9Hz), 6.93 0H, s), 
7. 14-7. 34 (4H, m). 7. 51 (IH. 
t. J=7.8Hz). 8.160H. s), 
8.250H, d. J=7.8Hz). 
8. 29-8. 32 (IH, n), 8.82(1H, 
$). 10.39(1H. br-s). 


- 


h ft 


B-32 






HN — s^NMe 2 

In 1 N V 


B-33 


1H-NUR (CDCI3) 6 : 1.22- 
1.382H. o), 1.80-1. 91 (2H, 
m), 2.18(6H; s). 2.28(2H, 
t, J=6.6Hz). 2. 33-2. 46 (IH, 
m), 2.5K2H. t, J=6.6Hz). 

3.13(2H, n). 7. 11 -7. 27 (3H, 
m), 7.29-7. 35 (IH, m), 
7.480H. t, J=7.8Hz), 
7. 87-8. 00 (3H, m), 8.41- 
8.47(1H, n), 8.49(1H, s), 
8.88(1H, d, J=7.2Hz). 
10. 45-10. 51 (IH, br-s). 




HN-^| Me H (^N-N 


B-34 




- 




B-35 


1H-NyR(C0CI3) 8 : 3.02- 
3.2K8H, d). 7.00(2H, dt, 
J=9.0, 2.1Hz). 7.47- 
7.59(2H, b), 7.69(2H, dt, 
J=9.0, 2.1Hz), 7.82- 
8.03(4H, b), 8. 14(1 H. dd, 
J=8.4, 1.5Hz), 8.50(1H, 
br-s). 8.66 0H. s). 
8.88(1H. d. J=6.9Hz), 
9. 64-9. 72 (IH, br-s). 
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NMR 




0 H H 


B-36 




137-140 


i-PrOH 








CI 










B-37 


- 


- 












B-38 




155H57 


HN^f o ^-a 


B-39 
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its® 




NMR 






B-40 


- 


196-197 










9- » 


B-41 




151-153 




B-42 






\ 

Y " H 


B-43 




152-153 
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(82<DO-3£) 



H 

H,N' N Y~0 




NHMe 




B-50 



B-51 



NMR 




B-52 



1H-NMR(C0CI3) 6: 1.13- 
1.29(2H, m). 1.53-1. 63 (2H, 
n), 1.72-2. 00 (2H, m), 
2. 36-2. 50 (1H, o), 2.60- 
2.72(2H, n), 2. 58-2. 71 (4H, 
m). 2.99-3. 11 (2H, n), 
3.76(2H, br-t, J=5.3Hz), 
7. 12-7. 27 (3H. o). 7.33- 
7.39(1H, n), 7.48(1H. t, 
J=7.8Hz), 7. 88-7. 95 (3H. 
o), 8. 44(1 H. br-d. 
J=7.8Hz), 8.48(1H, s), 
8.90(1H. d, J=7.2Hz). 
10.48-10. 56 (1H, br-s). 




B-53 
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<fc&« 




NMR 


S*CC) 




B-54 


1H-NMR(C0CI3) 6 : 1.16(3H. 
t. J=7.2Hz). 1.88(1H, in). 
2. 27 OH, ra). 2.74(2H. dq. 
J=7.2. 1.5Hz), 3. 12 (1H. 
ra). 3. 34 (1H, ra). 3.43- 
3.58(3H. m), 6.60(2H. d, 
J=9.0Hz), 7. 32 OH, ddd, 
J=8.4, 2.1. 0.9Hz), 
7.440H, t. J=7.8 Hz), 
7.65(2H, d, J=9.0Hz), 
7.8SOH, dt, J-0.9, 
8.4Hz). 7. 86 OH, d, 
J=7.2Hz), 8. 16 (1H. t, 
J=1.8Hz), 8. 53 OH, s), 
8. 85 OH. d. J=7.2Hz), 
9. 56 OH, s). 
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•U 1 0 >A 

Vaa/~CI 


B-63 


1H-NMR (C0CI3) 6: 1.20- 
1.37(2H, m), 1.78-1. 90 (2H, 
ra), 2. 36-2. 50 (IH, id), 
2.55(2H, br-t, J=5.3Hz), 
2. 60-2. 72 (2H, in), 3.02- 
3.13(2H, ra), 3.49(2H, br- 
t, J=5.3Hz), 7. 13-7. 28 (3H, 
id), 7.31-7.36(1H, n), 
7.47(1H, t, J=7.8Hz), 
7. 88-7. 96 (3H, n), 8.44(1H, 
br-d, J=7.5Hz), 8.49(1H, 
s), 8.90OH, d, J=7.5Hz), 
10. 48-10. 55(1H, br-s). 




u Op 


B-64 


1H-NMR(CDCI3) 6 : 3.03- 
3.07(4H. ra), 3. 20-3. 24 (4H, 
ro), 4.23(1H, br), 4.43(2H, 
br), 6. 74-6. 83 (3H, ra). 
6.99(1H, m), 7. 26-7. 45 (6H, 
m), 7.63(1H. t, J=2.1Hz), 
7.74(1H, d, J=7.5Hz), 
7.82(2H, d, J=8.4Hz), 
8.42(1H, s), 8.80OH, d, 
J=7.5Hz). 9.66(1H, s). 




•JfY 

U o 


B-65 


1H-NMR(CDCI3) <5 : 0.88(6H, 
d, J=6.6Hz), 1.19-1. 35 (2H, 
in), 1.45-1. 65 (IH, m), 
1.80-1. 91 (2H, ra), 2.24C2H, 
d. J=6.6Hz), 2. 29-2. 43 (1H, 
m) 2 61-2 73 (2H m) 

111/ , Li Ul t . 1 U \CII, IH/ , 

3.02-3.1 3 (2H, n), 7.11- 
7.34(4H, ra), 7.48(1H, t, 
J=7.8Hz), 7. 87-8. 00 (3H, 
m). 8. 41-8. 47 (IH. ra). 
8.50OH, s), 8.880H, d, 
J=7.2Hz). 10. 45-10. 52 (IH. 
br-s). 
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1 " 1 V 


B-66 


1H-NMR(d6-DMS0) 6 : 
2.74(8H. br). 7.02(1H. td. 
J=8 4 3 OH?) 7 33- 
7.41 (2H. m), 7.57 0H. t, 
J=8.1Hz), 7.76(1H. d. 
J=7.5Hz), 8.1K1H. s). 
8. 20-8. 24 (2H, ra). 9.00(1H, 
s), 9.42(1H. d. J=7.5Hz), 
10.48OH, br-s). 
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B-77 


1H-NMR (CDCI3) 6 : 
1.02(2H, ra), 1.22- 
1 . 32 (3H, ra), 1.59- 
1 . 90 (SH, id), 3.03- 
3.07(6H, m). 3.22(4H,. 
ra), 6. 74-6. 78 (3H. n), 
7.02(1H, dd, J=7.8, 
1.8Hz), 7.29(1H. t, 
J=7.8Hz). 7.630H. t. 
J=2. 1Hz), 7.74(1H. d, 
J=7.5Hz). 7.80(2H. d, 
J=9.0Hz). 8.42(1H, s). 
8.80(1H, d. J=7.5Hz). 
9.68 0H, s). 
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H f*T*y 


B-83 


tH-NUR (CDCI3) <5 : 3.07 
(4H, a), 3. 16(4H, m), 
6.99(2H. d, J=9.0Hz), 
7.73(1H. b), 7.4SOH, t. 
J=7.8Hz), 7.69(2H, d, 
J=9.0Hz), 7.84(1H, a), 
7.88(1H, d, J=7.2Hz). 
8.17(1H, t, J=1.8Hz). 
8. 54 OH. s), 8. 87 (1H, d. 
J=7.2Hz), 9. 63 OH. $). 
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Yh fVl | 


B-85 


In NMKIQO UMoUJ O . 

2.76C8H, br), 6.90(1H. 
s), 7. 12-7. 62 (9H, in), 
8.21(1H, s), 8.24- 
8.34(2H. a), 9. 00 OH, 
s), 10. 43 (1H. br-s). 
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1H-NMR(C0CI3) 6 : 
3. 04 (AH. n), 3. 12(3H, 
s), 3.22(4H, m), 
4.63(2H. s), 6.750H. 
a), 6.90(2H, d, 
J=9.0Hz). 6.98(1H, n). 
7. 24-7. 37 (6H. n). 
7.63(1H, t. J=2.1Hz). 
7.73(1H, d, J=7.5Hz). 
7.8S(2H, d, J=9.0Hz), 
8.43 OH, s), 8. 78 (1H, 
d, J=7.SHz), 9.66 (1H, 
br-s). 
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1H-NUR(CDCI3) 6 : 1.08- 
1.25(2H. m), 1.30- 
1.7K3H, m), 1.88(2H, d, 
J=6.9Hz), 2. 56-2. 68 (4H. 
m), 3.01-3.1K2H, m), 
3.51-3.58(2H, n), 7.13- 
7.34(4H. id). 7.430H. t, 
J=7.8Hz), 7. 89-7. 97 (2H. 
a), 7.90OH, d, 
J=7.2Hz), 8. 40-8. 45 (1H, 
m). 8.490H, s). 
8.88(1H. d, J=7.2Hz). 
10. 50-10. 57 (1H. br-s). 
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CP. 0 Q 
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HN^ H f^N'N 


B-1 10 


1H-NMR (CDCI3) 6 : 
1.28(6H. d. J=6.6Hz), 
3.0S(4H, id), 3.2K4H, 
a), 4. 38(1H, sept, 
J=6.6Hz), 4.SK2H, s), 
6.75(1H. n), 6.87(2H, d. 
J=9.0Hz), 6.97(1H, id). 
7. 24-7. 34 (6H, m), 
7.6K1H, n), 7.72 0H, d. 
J=7.2Hz), 7.79(2H, d, 
J=9.0Hz), 8.40(1H, s), 
8.78(1H, d, J=7.2Hz), 
9.64(1H. s). 
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HN^ h 




MeN- 



B-127 



tH-NMR (CDCI3) <5 



0.99(2H. 
1.3K3H, 
1.86(6H, 
3.07(7H, 
3.25(6H, 



n). 
■>. 
m), 
a). 
o). 



1.12- 
1.64- 
3.04- 
3.21- 
6.76 0H. 
d, 



n), 6.82(2H, 
J=8.7Hz). 7.04OH, n), 
7.29(1H, t, J=7.2Hz), 
7.62(1H, t, J=2.1Hz), 
7.730H, d, J=7.2Hz), 
7.85(2H, d. J=8.7Hz), 
8.43(IH, s), 8.80OH, 
J=7.2Hz), 9.68(1H, s). 



d, 
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B-130 






H 

•L^ O >-a 


B-131 


1H-NMR(CDCI3) 6 : 2.81- 
2.88(8H, a). 5.15(2H, 
s). 7. 13(2H, d, 
J=9.0Hz). 7.23(1H. d, 
J=7.5Hz). 7. 32-7. 48 (6H, 
ra). 7. 83-7. 88 (3H, a), 
8.430H. s), 8.85- 
8.88(2H, ra), 10.46(1H, 
s). 




r^NHMe 


B-132 






ft 


B-133 


1H-NUR (C0CI3) 6 : 
2.0K2H, br-t. J=5.4Hz), 
2. 29-2. 54 (4H, br). 
2.90(4H, t, J=4.7Hz). 
3.4S(2H. t, J-5.4HZ). 
7. 13-7. 33 (4H. ra). 
7.43(1H. t. J=8.1Hz), 

^ or /in .j * 1—7 c 

7. 85(1H, dt, J=7. 5, 
1.4Hz), 7.89(1H. d, 
J=7.2Hz), 7.94(1H. t, 
J=1.8Hz), 8.45(1H. br-d, 
J=7.5Hz). 8.48(1H. s). 
8.89(1H. d, J=7.2Hz). 
10. 51-10. 58 (IH. br-s). 
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NHMe 


B-139 


1H-NHR (CDCI3) 6: 1.08- 
1.25(2H. m), 1.30- 
1.67(3H. id) , 1.84(2H, d. 
J=6.6Hz), 2.30(3H. s). 
2. 56-2. 68 (2H, a). 3.01- 
3.10(2H, ra). 7.13- 
7.34(4H, m), 7.44(1H, t, 
J=8. 1Hz) . 7. 89 (IH. d. 
J=7.2Hz), 7. 91-7. 97 (2H, 
n). 8.420H. br-d. 
J=7.2Hz), 8.49 0H, s). 
8.88 0H. d. J=7.2Hz). 
10. 50-10. 57(1H, br-s). 






B-140 






m 2HCI 

ft 


8-141 






h i^HL 


B-142 


1H-NMR(d6-0MS0) 6 : 
0.80-2.00 (11H. n). 
2.9K2H, t. J=6.0Hz). 
3.28(8H, n), 5.76(1H. 
br), 6.68(2H, d, 
J=9.0Hz), 7.06(2H, d, 
J=9.3Hz), 7.5K1H, d, 
J=7.2Hz), 7.75(2H, d. 
J=9.3Hz), 7.97(2H, d, 
J=9.0Hz). 8.70OH. s). 
8.87(2H. br), 9.23(1H. 
d, J=7.2Hz). 10.37(1H, 
s). 
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KJ o f\_ 


B-144 






H 1 

f'S ^NH 


B-145 






.OH 


B-146 


1H-NMR(CDCI3) 6 : 1.24- 
1.41 (2H, m). 1.74- 
1.86(2H, a), 2.40- 
2. 52 (1H, o), 2.60- 
2.73(3H, in), 3.02- 
3.13(2H, n), 3. 42 OH. 
dd, J=10. 7. 4.8Hz), 
3. S3 OH, dd. J=10.7, 
4.8Hz), 7. 13-7. 28 (3H. 
m). 7. 31-7. 37 (1H. in), 

ja /ail . | A 4|| \ 

7.470H, t, J=8. 1Hz), 

7. 90 OH, d. J=7.2Hz), 

7. 92-7. 98 (2H. a). 

8. 44 OH, br-d, J=7.8Hz). 

8. SO OH, s). 8. 89 OH. d. 

J=7.2Hz). 10.47- 

10. 54 (1H, br-s). 
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IH-NMR(dS-OMSO) 6 : 
1.40(2H, m). 1.78(2H, t,. 
J=6.9Hz), 2.30(4H, br), 
2.78-2. 87 (6H. m), 
2.85(3H. s). 6.89(1H r t, 
J=5.4Hz), 7. 15-7. 30 (3H. 
m). 7. 37-7. 42 (1H. m). 
7.57(1H, t, J=8. 1Hz), 
7.750H, d, J=7.2Hz), 
8. 06-8. 1 1 (2H, ni), 8.29- 
8.32(1H, m), 8.93(1H, 
s), 9.42(1H. d, 
J=7.2Hz). 10.40(1H, br- 
s). 
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NHEt 


B-160 


1H-NMR(CDCI3) <$: 
0.89(3H, d, J=7.2Hz), 
1.49-1. 64(1H, bi). 2.03- 
2. 17CIH. m), 2.30- 
2.50(2H. n), 2.86- 
2.96(1H, m). 3.11- 
3.33(4H. m), 7.11- 
7.2K3H, m). 7.29- 

»r / hi \ T | j /<l| a 

7.35(1H, m), 7.440H, t, 
J=7.8Hz), 7. 87-7. 94 (2H, 
ra), 7.98(1H, t, 
J=1.8Hz), 8. 33-8. 41 (1H, 
id), 8.52(1H, s), 
8.88(1H, d, J=6.9Hz), 
10. 30-10. 38 (1H, br-s). 
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1H-NMR(CDCI3) 6 : 
0.83(2H. q. J=7.2Hz), 
1.08-1. 35 (3H, ra), 1.53- 
1.63(2H, m), 2.33- 
2.40(2H. n), 2.37(3H, 
s), 2. 55-2. 67 (2H, m), 
2. 98-3. 07 (2H, ra), 7.13- 
7.32(4H, m), 7.43(1H, t, 
J=7.8Hz), 7. 87-7. 97 (3H. 
m), 8. 39-8. 45 (1H. ra), 
8.490H, s), 8.880H. d, 
J=7.2Hz), 10.51- 
10.57(1H, br-s). 
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B-170 


1H-NMR(CDCI3) 5 : 1.53- 
1.63(1H. m), 2.05- 
2. 16(1H, in), 2.42- 
2.56(2H, m), 2.90- 
2.97(1H, m). 3.16- 
3.28(4H, in), 3.37- 
3.4K2H, 0). 7.14- 
7. 18 (3H. in), 7.31- 

7 \**\\W m\ 7 Ai(\H t 
f. ID/ , I.HHVin, 1* 

J=7.8Hz), 7.85-7.89(1H, 
m), 7.90(1H, d, 
J=7.2Hz), 7.98(1H, t, 
j— i.onz/ f o.jo 0. j3U<|| 
m), 8.51(1H, s), 
8.89(1H, d, J=7.2Hz), 
10.35(1H, br-s). 
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B-172 


1H-NMR(CDCI3) 6 : 1.58- 
1.66(1H. ra). 1.92- 
1.99(1H. m), 2.57- 
2.61(1H, m), 2.68- 
2.72(1H, m). 2.87- 
2.9K2H. id), 3.17- 
3.25(2H, ra), 3.31- 
3.37(2H, m), 3.44- 
3.51(1H, m), 6.40(2H, 
s), 7.0K1H, t, 
J=6.9Hz), 7.10-7.19(2H ( 
m). 7.39(1H, d, 
J=7.8Hz), 7.53(1H, t. 
J=7.8Hz), 7.72(1H, dd, 

ft *• A Jh *i| \ A A /ill 

J=7.2, 2. 1Hz), 7.92(1H, 
d, J=7.8Hz), 8.18(1H, d, 
J=1.5Hz) f 8.24(1H, d, 
J=7.2Hz), 9.00(1H, d, 
J=1.8Hz), 9.40(1H, dd, 
J=7.2, 2.1Hz). 10. 33 (1H, 
s). 
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160-162 




B-174 


1H-NMR(CDCI3) 6 : 
0.77(2H. q, J=7.2Hz), 
1.07-1. 37 (3H, m), 1.50- 
1.6K2H, id), 2.48(2H, t, 
J=7.4Hz), 2. 55-2. 66 (2H, 
a), 2. 98-3. 07 (2H. m), 
7. 1 3-7. 33 (4H, m) , 
7.43(1H, t, J=7.8Hz). 
7. 83-7. 96 (3H. m). 8.40- 
8.4SOH. n), 8.49(1H. 
s), 8. 88 (1H, d, 
J=7. 2Hz). 10.51- 
10.57OH. br-s). 
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NMR 



NHEt 




B-175 




B-176 



r"M^ NH HC. 




B-177 




1H-NMR(C0CI3) 5 : 0.80- 



B-178 



0.97(1H, 
1.65(4H, 
2.58(4H, 
3.16(2H, 
7.27(3H, 
7.36(1H, 
7.48(1H, 
7.87(2H. 



m). 
n). 
n), 
in), 
o), 
b). 

a) . 

b) , 



1.23- 



28- 
95- 
10- 
30- 
7.40- 
7.82- 

7.9K1H, d, 
s). 



J=7.2Hz), 8. 44 OH. 
8. 47-8. S3 (1H, in), 
8.88(1H, d. J=7.2Hz), 
10.47-10. 54 (1H, br-s). 




B-179 
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MjftCC) 


1 

r-NH, 
ft 

\~Jr-a 


B-180 






CD 


B-181 






H 

0 H j^n^I 


B-182 








B-183 







f 
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B£OC) 


NHMe 


B-184 


1H-NHR(C0CI3) 6: 1.17- 
1.3S(2H, in), 1.79- 
1.91 (2H, m). 2.19- 
2.32(1H, id), 2.25(3H. 
s). 2. 58-2. 71 (2H, in). 
3.00-3. 12 (2H, m). 
5. 13(2H, s). 7.11- 
7. 23 (5H, bi), 7.31- 
7.5KSH, m), 7.850H, d. 
J=7.2Hz). 7.90(2H, dt. 
J=9.0. 2.1Hz). 8.4K1H, 
s), 8.44(1H, br-d, 
J=7.5Hz). 8.84(1H. d. 
J=7.2Hz). 10.44- 
10.5K1H. br-s). 






B-185 


- 


- 




B-186 


— 






B-187 
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NHMe 

(M N T N V 


B-188 


1H-NMR(CDC13) <5 : 1.21- 
1.38(2H f id), 1.80- 
1.92(2H, ra), 2.21- 
2.38(1H. m), 2.26(3H, 
s), 2. 57-2. 70 (2H, ra), 
3.01-3. 11 (2H, m), 
4.39(2H, s), 6.80(2H, 
dt, J=8.7, 2.1Hz), 7.10- 
7.45(8H, ra), 7.77(2H, 
dt, J=8.7, 2.1Hz), 
7.8K1H, d, J=7.2Hz), 
8.37(1H, s), 8.44(1H, 
br-d, J=7.5Hz), 8.81(1H, 
d, J=7.2Hz), 10.44- 
10.51OH, br-s). 




NHMe 


0— 1 QO 
D 1 Oa 


1H-NMR (CDCI3) 6 : 1.16- 
1.35(2H, m), 1.79- 
1.91 (2H, m), 2.16- 
2.330H. ra), 2.2K3H. 
s), 2. 58-2. 71 (2H, ra), 
2.94-3. 13 (6H, m), 7.11- 

7 >tn/lflU m\ 7 07 fiU 

d, J=7.5Hz), 7.9K2H, 
br-d, J=8.4Hz), 8.44(1H, 
br-d, J=7.5Hz), 8.47(1H, 
s), 8.86(1H, d, 
J=7.5Hz), 10.45- 
10.53(1H, br-s). 




NHMe 

ft 


B-190 
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NMR 


BIjSOC) 


NHMe 

° V o 


B-191 


1H-NMR(CDCI3) 6: 1.15- 
1.32(2H, m), 1.79- 
I.9K2H, m), 2.18- 
2.341H, ra), 2.23(3H, s) f 
2. 58-2. 70 (2H. ra), 2.99- 
3. 10(2H f ra), 6.61(1H, d, 
J=12.2Hz), 6.67(1H, d, 
J=12.2Hz), 7.11- 
7. 39(1 OH, in), 7.42(2H, 
d, J=8.4Hz), 7.87 (IH, 
d, J=7.2Hz), 7.86(2H, 
dt, J=8.4, 1.8Hz), 8.41- 
8.470H, m), 8.47(1H, 
s), 8.850H, d, 
J=7.2Hz), 10.40- 
10.48(1H, br-s). 




NHMs 

o 


B-192 


1H-NMR(CDCI3) 6: 1.19- 
1.36(2H, ra), 1.81- 
1.92(2H, m), 2.14- 
2.32(1H, m), 2.18(3H, 
s), 2. 59-2. 71 (2H, id), 
3.02-3. 14(2H, ra), 7.12- 
7.32(7H, m), 7.34- 
7.42(1H, m), 7.51- 
7.58(2H, ra), 7.69 (2H, 
d, J=8.4Hz), 7.89(1H, d, 
J=7.5Hz), 7.98(2H, d, 
J=8.4Hz), 8. 45-8. 50 (IH, 
m), 8.44(1H, s), 
8.87(1H, d, J=7.5Hz), 
10. 48-10. 54 (IH, br-s). 






B-193 


1H-NMR(CDCI3) 6: 
0.74(6H, d, J=6.6Hz), 
2.14(1H, quint, 
J=6.6Hz), 2.36-2. 54 (IH, 
br), 2.92(4H, br-t, 
J=4.8Hz), 7. 13-7. 33 (4H, 
m). 7 41 (IH. t. 
J=7.8Hz), 7. 85-7. 93 (2H, | 
m), 8.01 (IH, t, i 
J=1.8Hz), 8. 40-8. 46 (IH, 
in). 8.5K1H, s). 
8.88(1H. d, J=7.2Hz). 
10.42-10.59OH, br-s). 
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H 


B-194 






HN^ 

Oh rrt 


R-1QR 
D 193 


1H-NHR(C0CI3) 6 : 
0.91(6H, d, J=6.0Hz), 
1.12-1.30(2H, ra), 1.79- 
1.91 (2H, ra), 2.39- 
2.54(1H, m) f 2.60- 
2.82(3H, m), 3.02- 
1 i?f?H m) 7 13- 
7.36(4H, in). 7.48(1H. t, 
J=7.8Hz), 7. 88-7. 99 (3H. 
m), 8. 42-8. 47 (IH, m), 
8.49C1H, s), 8.89(1H, d, 
J=7.2Hz), 10.48- 
10.54OH. br-s). 
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NMR 


»jfi(t:) 




B-196 


1H-NMR (C0C13) 6 \ 1.57- 
1.660H, m), 1.70- 
1.87(2H. 0). 2.02- 
2. 13 OH, ra), 2.54- 
2. 61 OH. ra). 2.64- 
2.70(1H. m). 2.81- 
2.890H. m), 3.41- 
3.50(2H. m). 7.13- 
7.23(2H. ra). 7.27- 
7.35(2H. ra), 7.42- 
7.47(1H, ra), 7.80(1H, 
t. J=1.8Hz), 7.89(1H, 
d, J=7.5Hz), 7.81- 
7.93(1H, m). 8.46(1H. 
s), 8.5K1H, dd, J=7.5, 
1.8Hz), 8.87(1H, d, 
J=7.2Hz), 10.66(1H, s). 


168-170 


Q 0°" 

H 


B-197 






HCI CH 3 OH ^ c * 


B-198 


1H-NMR(CDCI3) 6 : 1.72- 
1.84(2H, n), 2.15- 
2. 24 (1H. in), 2.78- 
2.95(5H, tn), 3.52- 
3.63(3H, m), 3.91- 
4.00OH, ra), 5.14- 
5.20OH, ra), 7.15- 
7.25(2H. ra), 7.40(1H, 
d, J=7.2Hz), 7. 58 OH, 
t. J=7.8Hz), 7. 74 (1H, 
d. J=7.2Hz), 8. 10 (1H, 
s), 8. 16-8. 22 (2H, ra), 
8.58 0H, br-s), 
8.730H. br-s), 
8.990H. s), 9.420H, 
d, J=7.2Hz), 10.39OH, 
s). 


118-121 



179 



WO 03/091256 



PCT/JP03/05024 



iti 
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bmscc) 




NHEI 





B-199 



B-200 



B-201 



1H-NUR(C0CI3) 6 : 
0.93(3H, d, J=6.0Hz), 
2. 39-2. 48 (1H, m), 2.62- 
2.94(6H, a). 7.11- 
7.28(3H, in), 7.31- 
7.37(1H, ra). 7.43(1H, 
t. J=8.1Hz). 7.84- 
7.93(3H. id). 8.46(1H, 
s), 8. 47-8. 53 (1H, m), 
8.88(1H. d. J=7.5Hz), 
10. 54-10. 62(1H, br-s). 



152-155 




B-202 



OMo 
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^NH 
^ H 


B-203 




>300 


u 

n vei, 


B-204 


- 


- 


NE^ 
H fa\ 

° rv cl 


B-205 


- 


- 




B-206 
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its® 




NMR 


a*oc) 




B-207 


1H-NMR(C0CI3) 6 : 
1.09(3H, d. J=6.3Hz), 
1.15-1. 32C2H. m), 1.75- 
1.87(2H, m). 2.07(1H. 
dd. J=11.7. 9.6Hz), 
2.26-2. 39(1H, o), 2.55- 
2.70(3H.. ni), 3.00- 
3.1K2H, in). 3.46- 
3.59(1H. ra), 7.13- 
7 27 (3H, m), 7.30- 
7.36(1H, ra), 7.46(1H, 
t, J=7.8Hz), 7.87- 
7.95(3H, ra), 8.44(1H f 
br-d, J=7.5Hz), 
8.480H. s), 8.89(1H, 
d, J=7.5Hz), 10.49- 
10.56OH, br-s). 






B-208 


1H-NMR(C0CI3) c5: 
0.91 (3H, d f J=6.3Hz), 
1.20-1. 37(2H, m), 1.71- 
1.86(2H, ra), 2.37- 
2.50(1H, ra), 2.60- 
2.72(3H, ra), 2.99- 
3.12(3H, m), 3.4K1H, 
dd, J=10.2, 4.2Hz), 
7. 13-7. 27 (3H, m), 7.30- 
7.36 0H, m), 7.47(1H, 
t, J=8.1Hz), 7.88- 
7.97C3H, in), 8.44(1H, 
br-d, J=7.5Hz), 
8.49(1H, s), 8.89(1H, 
d, J=7.2Hz), 10.47- 
10.54(1H, br-s). 




NHEt 

(f^ If N \_ 

6f 3 ° O-c. 


B-209 
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^ ^NH 


B-210 


- 


- 




B-211 


- 


- 










H 1 ^ 


B-212 






— — 










B-213 




507-509 


X^s/ NH 0.3 THF 
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»£0« 


HN i^OH 


B-214 


1H-NMR(CDCI3) 6 : 
0.91(3H. d. J=6.3Hz), 
1.20-1. 37(2H, in), 1.71- 
1.86(2H. m), 2.37- 
2.50(1H, in). 2.60- 
2.72(3H, m). 2.99- 
3.12(3H t in). 3.41(1H, 
dd. J=10.2, 4.2Hz), 
7. 13-7. 27 (3H. m), 7.30- 
7.36(1H. m). 7.47(1H, 
t, J=8. 1Hz). 7.88- 
7.97(3H, m), 8.44(1H, 
br-d. J=7.5Hz). 
8.49(1H. s). 8.89(1H, 
d. J=7.2Hz). 10.47- 
10.54(1H. br-s). 




CI 


B-215 


- 


97-98 


0 JE\ 

6Y%. 


B-216 
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m&co 



B-217 



1H-NMR(CDCI3) 6 : 
1.15 C3H. t. J=7.2 Hz), 
1.53(2H, m), 2.03(2H. 
m), 2.65(1H. m), 
2.73(2H, q, J=7.2Hz), 
2.84(2H, ra), 3.76(2H, 
in), 5.16(1H. s), 
78 (1H, m), 6.96(1H, 
, 7.15(2H. d, 
J=9.0Hz), 7. 27 OH, t, 
J=8.1Hz), 7. 33-7. 45 (3H, 
m), 7.49(2H. m), 

63 (1H, t. J=2. 1Hz), 
7.78 0H, d, J=7.5Hz), 
7.92(2H, d, J=9.0Hz), 
8.46(1H, s), 8.83(1H, 
d, J=7.5Hz), 9.63(1H, 
s). 




B-218 



183-184 




B-219 




B-220 
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8-221 


— 


— 


H 

Vh rrt 

V55a/ CI 


B-222 






H 










B-223 


— 




H0 €r o ^ ^ 


B-224 






a 


B-225 







186 



WO 03/091256 PCT/JP03/05024 



its® 
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B-226 






H 

0 


B-227 


1H-NMR(d6-DMS0) «5 : 
2.78(4H. br), 2.82(4H, 
br), 7. 38-7.41 (1H, m), 
7.46(1H. d, J=8.7Hz), 
7. 54-7. 5SKZH, raj, 
7.77(1H, d, J=7.2Hz), 
8.130H, s), 8.25(1H. 
d. J=7.8Hz), 8.68(1H, 
s), 9.01(1H, s). 
9.43(1H, d, J=7.2Hz). 
10.31 (1H. br-s). 




« rr> 
^° Op 


B-228 








B-229 








B-230 
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B-231 


1H-NMR (CDCI3) 6 : 
1.09(3H, d, J=6.3Hz), 
1.15-1.32(2H, ra), 1.75- 
1.87(2H. m). 2.07OH, 
dd, J=1K7. 9.6Hz), 
2. 26-2.39(1H, ra), 2.55- 
2.70(3H, m), 3.00- 
3.1K2H, ra), 3.46- 
3.59(1H, m), 7.13- 
7. 27 (3H, ra), 7.30- 
7.36 0H, m), 7.46(1H, 
t, J=7.8Hz), 7.87- 
7.95(3H, m), 8.44(1H, 
br-d, J=7.5Hz). 
8.480H, s). 8.89(1H, 
d, J=7.5Hz), 10.49- 
10.56(1H, br-s). 




NHEt 








cf, C^~a 
a 


B-232 


- 


- 


H f*Y^ 

..9HO ^y^N^? 

hn^J 


B-233 


— 


- 












B-234 
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H£0C) 




B-235 


- 


- 




B-236 


- 


- 


2HO ^ ° 


B-237 






Ha „ 


B-238 


1H-NMR(d6-DMS0+CD30D) 
6 : 1.78-1.94(2H, n), 
2. 07-2. 20 (2H, m), 3.06- 
3.16(2H, in), 3.23- 
3.34(2H. m). 4.62- 
4.720H, m). 7.10(2H, 
d, J=8.7Hz), 7.37(1H, 
0, J-3.0HZ;, i.iflUn, 
t. J=7.5Hz). 7.67(1H, 
d, J=7.5Hz), 7.77(2H, 
d, J=8.7Hz). 8.27(1H, 
d. J=9.0Hz), 8.35(1H, 
s), 8. 96 OH. s). 
9. 31 OH, d, J=7.5Hz). 
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14* CO 




B-239 


1H-NMR(d6-DMS0) 6 : 
1.71-1. 90 (2H, m), 2.07- 
2. 19(2H f ra), 2.77- 
2.87(2H, ra), 3.01- 
3. 10 (2H. id), 4.76- 
4.85(1H, m), 7.08(1H, 
t, J=7.8Hz), 7.20(1H, 
t, J=7.8Hz), 7.26(1H, 
d, J=7.8Hz). 7.40(1H, 
d, J=7.8Hz), 7.59(1H, 
t, J=7.8Hz), 7.76(1H, 
d, J=7.2Hz). 8.11(1H, 
s), 8.19(1H t d, 
J=7.8Hz), 8.3K1H, d. 
J=7.8Hz), 8.60(2H, br), 
9.0K1H, s), 9.44(1H, 
d, J=7.2Hz), 10.18(1H, 
br-s). 






B-240 


1H-NMRCCDC13) 6 : 2.77- 

C . SU Van, uy . f . 1 <• 

7.30(3H, m), 7.34 (IH, 
t, J=1.8Hz), 7.85- 
7.94(3H, m), 8.42- 
8.48(1H, m), 8.48(1H, 
s), 8.90(1H, d, 
J=7.2Hz), 10.52- 
10.60(1H, br-s). 




a' 


B-241 


1H-NMR (CDCI3) 6 : 3.02- 
3.2K8H, ra), 7.00(2H, 
d, J=8.7Hz), 7.34(1H, 

* 1-1 QUi\ 7 71 fOU 

t, J-l . oHZ; , (.11 \cn, 
d, J=8.7Hz), 7.89(1H, ! 
d, J=7.2Hz), 7.99(2H, 
d, J=1.8Hz), 8.54(1H, 
s), 8.88 0H, d, 
J=7.2Hz), 9. 59-9. 66 (IH, 
br-s). 






B-242 


1H-NMR (CDCI3) 6 : 
2.84(8H, s), 4.18- 
4.32(1H, br), 4.35- 
4.42(2H, br-s), 6.62- 
6.69(1H, m), 7.06- 
7.41 (11H. m). 7.850H, 
d, J=7.2Hz), 8.390H, 
s), 8.50(1H, br-d. 
J=7.2Hz), 8.84(1H. d, 
J=7.2Hz), 10.54- 
10.62OH, br-s). 
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BjSOC) 


or X 


B-243 




229-231 




B-244 


1H-NMR(d6-DMS0) 6 : 
2.79(4H, br), 2.81 (4H, 
br), 7.35(1H. d, 
J=8. 1Hz), 7.52(1H, t, 
J=8.1Hz), 7.59(1H, d, 
J=8.4Hz), 7.650H, d, 
J=6.9Hz), 8.11(1H, d, 
J=8.4Hz), 8.25(1H, s), 
8.32(1H, d, J=8. 1Hz), 
8.36(1H, s), 9.03(1H, 
s), 9.38(1H, d, 
J=6.9Hz), 10.89(1H, br- 
s). 




H 1/2 H20 

Ct 


B-245 




164-165 


NHEt 

^ ° 


B-246 


1H-NMR(CDCI3) 5: 
0.99(3H. t J=7.2HzX 1.14- 
1.3(X2H. m). 1.80-1.9K2H. 
m). 2.31-2.49(1 H, m), 
2.45(2H. q\ J=7.2HzX 2.60- 
2.7K2H, m;, 3.02-3.11(211, 
m), 7.11-7.28(3H, m). 7.31- 
7.37(1 H, mX 7.45-7.52(1 H. 
m). 7.88-7.96(3H. m). 8.43- 
8.48(1 H. m). 8.49(1 H, s), 
8.89(1 H, d. J=7.2HzX 10.49- 
1 0.55(1 H. br). 





191 



WO 03/091256 



PCT/JP03/05024 







NMR 
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B-247 
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- 


HN^ « 




B-248 


- 


- i 


H 

0. . 


B-249 


- 


120-140 


F 


B-250 
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UACC) 




B-251 



1H-NMR (CDCI3) 6 : 
0.85(3H, t f J=7.4Hz), 
1.17-1. 44 (4H f ra), 1.81- 
1.92(2H, m), 2.33- 
2.42(3H, m), 2.60- 
2.72(2H. m), 3.02- 
3.12(2H f m), 7.13- 
7.35(4H, m), 7.48(1H f 
t, J=7.8Hz), 7.88- 
7.97(3H, m). 8.42- 
8.47(1H ( o) t 8.49 0H, 
s), 8.88(1H t d, 
J=7.2Hz), 10.47- 
10.53(1H, br-s). 



B0 2 C 




B-252 




B-253 




B-254 
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NMR 






B-255 


- 


- 


0 


B-256 


- 


- 


h f^T% 

HN ^ Vsaj/^NH, 


B-257 


- 


- 


J 

r 


B-258 






NC XJ o 


B-259 


1H-NURCC0CI3) 6 : 
7.36 0H, ddd, J=7.2, 
2.1, 1.2Hz), 7.47(1H. 
t, J=7.8Hz), 7.74(2H. 
d, J=9.0Hz), 7. 80 (1H. 
dt, J=7.8, 1.2Hz), 
7.850H. d, J=7.2 Hz), 
7. 92 (2H. d, J=9.0Hz), 
8. 17(1H, t, J=2. 1Hz), 

8. 92 (1H. d. J=7.2Hz). 

9. 93 OH. s). 
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B-260 




B-261 



1H-NUR(d6-DMS0) «5 : 
3.26(4H, a). 4.40(2H. 
d. J=5.7Hz), 6.290H, 
t, J=6.0Hz), 6.550H. 
dd, J=8.4, 1 . 5Hz) , 
7.0H2H. d. J=9.0Hz), 
7. 15(1H, t. J=7.8Hz), 
B-262 7.22(1H. d. J=6.9Hz), 
7. 27-7. 41 (4H. m). 
7.59(1H. d. J=7.2Hz). 
7.65(1H, m), 7.76(2H, 
d, J=9.0Hz), 8.72(2H. 
br), 8. 77 (1H. s). 
9.3K1H, d, J=7.2Hz), 
10.41 (1H, s). 
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»jS0C) 


Ht T^ h 




B-264 


- 


- 


K^^fA-^ 0 f\ 
h \ i= /-a 


B-265 


- 


- 
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- 


- 


H 1.9HCI 


B-267 


- 


- 


A 

iY i N \ 
KJ o 2 




B-268 
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BLSOC) 


H 
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h r i s > 

V Y N \ 


B-270 


- 


- 


c 










H 


1 

0^0 








0 H r^N'N 
^ 0 >& 
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BMH Y^ h i^vA 
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H 
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its® 




NMR 


UACC) 


h ryv 


B-276 


1H-NMR(d6-0MS0) 6 : 
2.79(4H, br), 3.39(4H, br), 
6.880H, d, J=8.7Hz), 

7 «MH H l-ft 1W7^ 
f.uDUn, 0, J-O. InZ/, 

7.5ZOH. t, J=8. 1Hz), 
7.640H, d. J=7.2Hz), 
7.980H, d. J=8.7Hz), 
8.33(1H, s), 8.35(1H, d, 
J=8. 1Hz), 8.55(1H, s), 
9.02OH, s), 9.35(1H, d, 
J=7.2Hz), 10.57(1H, br-s). 
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236-238 


NEtj 
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- 


- 




B-279 




- 


J 1 

ri) 0 

Ct 
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267-269 (d) 


.OMe 

\~-/~CI 
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BjSOC) 


"0 HjCO 

a 


B-282 


- 


- 


O \aa/~CI 


B-283 


- 


- 


° O-a 


B-284 


- 


- 




B-285 




- 




8-286 


1H-NMR(CDCI3) 6 : 1.35(2H, 
br), 1.830H. ra). 2.25(1H, 
in), 3.06(1H. dd, J=9.3, 
4.5H2), 3.37(1H. m). 3.49- 
3.58(2H, m). 3.74(1H, ra), 
6. 60 (2H. d, J=9.0Hz), 
7.320H. ra), 7.44(1H. t. 
J=7.8Hz), 7. 65 (2H, d. 
J=9.0Hz). 7.85(1H, m), 
7.86(1H, d. J=7.5Hz). 
8. 16<1H, t, J=1.8Hz). 
8.530H, s), 8.86(1H, d. 
J=7.SHz). 9.57(1H, $). 
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CD 

Y h r n 


B-287 


— 


— 




B-288 


- 


- 


NH 2 

y h yl > 


B-289 






Hp 


B-290 


1H-NMR (CDCI3) 6 : 2.42(4H, 
br), 2.90(4H, t, J=4.8Hz). 
3.50(2H, $), 4.24(1H, t, 
J=5. 1Hz), 4.44(2H, d, 
J=5.1Hz), 6.8K2H, d, 
J=8.4Hz), 7. 26-7. 44 (7H, m). 
7.69(2H, d, J=8.4Hz), 
7.75(1H, d, J=7.5Hz), 
7.81 (2H, d, J=8.4Hz), 
8.430H, s), 8.80OH. d, 
J=7.5Hz), 9.69(1H, s). 
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H f^J~~U 


B-292 


- 


190-191 


V H H 


B-293 




138-143 


1 ' 7HCI H 


B-294 


1H-NMR(d6-DyS0+CD30D) 6 : 
1.90-2. 16 (4H, ra). 2.71- 
2.83(1H, n). 2.88-2.97(1H, 
in), 3.00-3. 24 (IH, m), 3.44- 
3.53(1H, id), 3.92-4.0K1H, 
in), 6.77(2H, d, J=9.3Hz), 
7.35(1H, d. J=7.8Hz), 
7.52(1H, t, J=7.8Hz), 
7.66(1H, d, J=7.2Hz), 
7.72(2H, d, J=9.3Hz). 
8.30OH. d, J=7.8Hz), 
8.37(1H, s). 8.990H. s), 
9.34(1H, d, J=7.2Hz). 




HO H r^N'N 


B-295 


- 


- 




B-296 
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B-297 




B-298 



1H-NMR (C0CI3) 6 : 3.02- 
3.2K8H, n), 6.99(2H. d. 
J=8.7Hz), 7. 16-7. 24 (1H. m). 
7.53(1H. t, J=8.1Hz), 
7.67(2H, d, J=8.7Hz), 7.80 
7.86(1H, m), 7.88(1H, d, 
J=7.2Hz), 8.06-8. 11(1 H, m), 
8.S5(1H, s), 8.88(1H, d, 
J=7.2Hz), 9. 50-9. 58 (1H, br- 
s). 




B-299 



HN.J 



B-300 




B-301 



1H-NMR(CDCI3) 6 : 3.36- 
3.41 (4H, m), 4.04(2H, m), 
4.14(2H, n), 6.93(1H, t, 
J=7.2Hz). 7.00(2H. in). 
7. 25-7. 41 (5H. in). 7.85(1H. 
m), 8.160H, t, J=1.8Hz). 
8.520H. s), 8.79(1H. d. 
J=7.5Hz). 
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H,NOC 



h fr\ 



B-303 




B-304 




B-305 




B-306 




B-307 




B-308 



1H-NMR(d6-DMS0) 6 : 1.71- 
1.82(1H, o). 1. 96-2. 08(1H, 
in), 2. 73-3. 09 (4H, m). 4.82- 
4.89(1H, o), 6.970H, d. 
J=9.0Hz), 7.35(1H, d, 
J=8.1Hz), 7.52(1H, t. 
J=8.1Hz). 7.64(1H. d, 
J=7.2Hz). 7.76(2H. d, 
J=9.0Hz). 8. 31-8. 37 (2H. in), 
9.02OH, $). 9.36(1H, d, 
J=7.2Hz), 10.56OH, br-s). 
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■Aft) 




B-309 


- 


- 




8-310 




- 




B-311 


1H-NMR(CDCI3) 6 : 1.69(2H, 
m). 2.04(2H. ■), 2.75(2H, 
m), 3. 16 (2H. ■), 4.23 0H, 
br). 4.39(2H. in), 4.44(2H, 
d, J=5. 1Hz). 6 80 (2H d 
J=8.7Hz), B.96(2H. d. 
J=8.7Hz). 7. 28-7. 44 (5H, a). 
7.64(2H, d. J=8.7Hz), 
7.750H. d, J=7.5Hz), 
7.80(2H f d, J=8.7Hz), 
8.42(1H, s), 8.79(1H, d. 
J=7.5Hz), 9. 60C1H. s). 
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Me 


B-321 


- 


- 


Me W>0 


B-322 


- 


- 


* '"^^V^ H ^JJ^N N 


B-323 








B-324 


1H-NMR(d6-DMS0) 6 : 
1.01 (3H. t, J=7.2), 1.11- 
1.23(2H, ra), 1.32-1. 44 (2H, 
in). 1.86-1. 97 (2H, in), 2.00- 
2.1K2H, ra). 2. 39-2. 51 (1H. 
in), 2.55(2H, q. J=7.2Hz), 
4. 21-4. 32 (1H, m). 6.99(2H, 
d, J=9.0Hz). 7.35(1H, d. 

1—7 QU-»\ 7 CO hU t 

J-f.onz;, r. aZilrlf t, 
J=7.8Hz), 7.64(1H, d, 
J=7.2Hz), 7.74(2H, d, 
J=9.0Hz), 8.33(1H, d, 
J=7.8Hz), 8.34(1H, s), 
9.01 (1H, s) f 9.36 0H, d. 
J=7.2Hz), 10.54OH, br-s). 
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B-326 



NMR 



HMiCC) 




B-327 



1H-NMR(CDCI3) 6 : 3.02- 
3.2K8H, m), 7.00(2H, d, 
J=9.0Hz), 7.69(2H, d, 
J=9.0Hz), 7.83(1H. br-s), 
7.95(1H, d, J=7.2Hz), 
8.S6(2H, br-s). 8.66(1H, 
s), 8.93(1H, d. J=7.2Hz), 
9. 55-9. 62 (1H, br-s). 



B a 0 xpr 




B-328 




B-329 




B-330 



1H-NMR(CDCI3) 6 : 0.93(3H. 
d, J=6.0Hz), 2. 39-2. 48 (1H, 
m), 2. 62-2. 94 (6H. m), 7.11- 
7.28(3H, a), 7. 31-7. 37 (1H, 
a), 7.430H, t, J=8.1Hz), 
7. 84-7. 93 (3H, n), 8.46(1H, 
s), 8. 47-8. 53 (1H, a), 
8.88 0H, d, J=7.2Hz), 
10. 54-10. 62(1H, br-s). 
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a 


B-331 








D OJL 


1H-NMR(C0CI3) 6 : 1.10- 
1.30(2H, m), 1.56-1. 76 (3H. 
m), 2. 50-2. 63 (4H, a), 3.02- 
3.13(2H, n), 7.2K2H, d, 
J=8.7Hz). 7.34(1H, ddd, 
J=7.8, 1.8, 1.2Hz), 
7.44(1H, t, J=7.8Hz), 
7.70(2H, dt, J=8.7, 2.1Hz), 
7.83(1H. dt, J=7.8, 1.5Hz), 
7.86(1H, d, J=7.2Hz), 
8.170H. t, J=1.8Hz), 
8.55(1H, s), 8.880H, d, 
J=7.2Hz), 9. 66-9. 73 (IH. br- 
s). 




HN^ H f*f% 

N 

H 


B-333 








B-334 | 


1H-NUR(CDCI3) 6 : 1.65(2H, 
qd, J=12.2. 3.9Hz), 1.80- 
1.9K2H, m), 2.65(1H, tt, 
J=12.2. 3.6Hz), 2.76(2H, 
td, J=12.2, 2.4Hz), 3.16- 
3.26(2H, n), 7. 24-7. 37 (3H, 
m), 7.45(1H, t, J=7.8Hz), 
7.72(2H, dt, J=8.4, 1.8Hz), 
7.84(1H, dt. J=7.8, 1.5Hz), 
7.86(1H. d, J=7.2Hz), 
8. 16 (IH, t, J=1.8Hz), 
8.55(1H. s), 8.88(1H, d, 
J=7.2Hz), 9. 62-9. 71 (IH, br- 
s). 
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mmm 2 1 ) 

5 

(1. ^ix^t&M^SO^) 

t lt * ->*»ii«i»w«r«« Ltc 0 m® Lit v isxmm&mmm*: 

m$k&-?®W&. 1 0fl©*ti?t/fX/<y77- (pH7. 4 ; 2 0 mM M 
OPS, 2 5 0mM Scrose) ^f^v't'f XL, 1, 0 0 0 g (15 
10 # v 4t) % 1 0, 8 0 0 g (1 5$h 4"C) 43J:tf2 9, 0 0 0 g (1 5#> 
4t) <05>35US'C>±fllSr. 100, 000gt'6 0 #fW^£>#8i Lit p e 1 1 e 
t£2 0mM (pH7. 4) £INMU HIAa, 

-8 0°C^T*X h5.^ L/c„ 

15 (2. NADH/NADPH^«>y- ^Pl^S^ffll^) 

NADH/NADPH^<>^- £Wk&V>KDW.mft&\*. Gr i e 
ndl ing|©^S(Gr iendl ing K,0 1 1 erenshaw J 
DxMinieri C A, Alexander RW (1994) Angio 
tensin II stimulates NADH and N AD P H 

20 oxidase activity in cultured vascula 
r smooth muscle cells. Circ. Res. 7 4 ; 1 1 
4 1-114 8) £&&U NADH/NADPHtJfv'^fgMl^f 5 
O^lucigeni nl:± 5 fl^365tfc S d i "e#fcb Lfc 0 

luc i gen i n^Wl 0 0/iM NADHSr^tf 2 OmM MO 

25 PS^jr77- (pH7. 4) {iNADH/NADPH^^v'^-f^i^p", 
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B%RjfclZ£^Xtktti£tlZ0 2 -tf 1 u c i g e n i n Srjgjg-T 6 - £ T*£ £ 
(3. &#) 

A50, A5 5, A 7 8, A 7 9, A9 7, A9 9, Al 14, A117, A 
119, Al 2 3, Al 3 4, Al 3 9, Al 6 4, A198, A2 1 2, A2 
15, A2 2 2, A2 2 7, A2 3 1, A2 3 4, A2 4 3, A2 4 7, A25 
10 2,A253,A255,A259,A262,A268,A277,A293, 
A2 9 9, A3 0 2, A3 0 3, A3 0 9, A3 1 1 , A3 1 6, A3 1 8, A 
3 2 6, A3 3 5 0 

B 2~B 9, Bll, B13, B 1 5~B 2 0, B22, B23, B26, B 
27, B29, B31~B33, B35—B43, B45~B47, B50—B 

15 61, B 6 3~B 6 6 , B68, B72, B74, B75, B77, B79, B 
8 1~B 9 2, B96, B 1 0 2, B109—B111, B113, B123, 
B124, Bl 27, B129~B132, B136-B144, B14 6~B 
148, B150, B151, B153~B156, B160, B 1 6 4~B 1 
66, B168, B170~B175, B177, B178, B182, B18 

20 9, B191~B193, B195~B196, B198~B 2 0 3, B205 

~B 2 1 2, B214—B218, B220~B222, B224, B225, 
B227-B 229, B231~B244, B 24 6, B248, B249, B 
251, B253, B254, B258, B263~B270, B 2 7 2~B 2 
77, B279, B281, B282, B286, B290—B294, B29 

25 6~B 2 9 8, B3 00, B3 0 7, B30 8, B310-B314, B316 

~B318, B 3 2 0-B 3 2 2, B3 24~B 3 2 8, B330-B334, 
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mmm2 2) 

(p) H^v-^-ifpiss^^u s^oti^^ (w.jzm, mmmm, 

SrW-r^, ttftftfy^cr [1, 5-a] t°y ^^>^fr*5j;U!^^^#t 
£ft5„ ±fEPl^f?^KJ;?K a^^tfTO^ («:^ 3igt|8|W. *i?SS^ 

wimmt, mmmm&. m&*. nmm&$n&. mmmm. mm 
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If * © ^ i 

1. it: 




(la) 



(5t>K 

ctVNMT/udr^/K g&^tLT^TtjJ^v^nT/l^/K g&£*lT^Tfc 
iv^ar/Hr^/K g&£;h,-C^T<b <t^>* o7;^-;K g&£*vt^ 

gm£ti,T^Tt>«fci^/i^qEr^K g&£;ft,T^ 

g&£*iTVM:*><t:W:- A >>7A Ai^^K W&i$fix^xi> <fcv^g 
WL&£tix^xi>£\<"-m&?-***^ m&Ztix^xh £^-g& 

teixmffimzj&f&Lxh^) 
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•e&ZtiZik'&Vo (fiU «T© (1) ~ (1 0) : 

(1) Rj.fi, OH, MT/I^K ^»!3~8©y^p7/^/K 

R 2 .fi, 7kf?f, iffi7/^^->*/l//f=/K i&iRTjU=x^^ % /N D yy t (g^ 
TA^/K ^St3-8W^n7/^/K <Sigi7;^^v/*/i//f=^7/u 
3r;K #;M*>vvK #^*>^MT/U3VK — CONHR 6 (R 6 :?k^. ^ 
o^>I^5:tt5; irc^s^-^ ^fcfifg^r^^yu) , g& 



R 5 '^ 
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(2) R la , R 2 .tt, ZtHrtii&iLLX. tKH, CN, T/w*vK 

ft) 7x^K-feO ; 

R 3 ^ (Sft) Sfctt (Sft) ^7o7y-/K-fc5, -fk^#», 

(3) R lB li, 7k^, (gft) fSar^^r/K ->^7H;K ^3i=/K 7 

(4) R la li, 7k^, T^df/K OH, O-T/W^K ^o, T5/ N 

-hoTfcti ; 
R 2 .fi, 



T*>9, Xtt, CH, NT'fc^ R 2a ^±^^^|iBft$tlT^TtJ:< ; 
R 3N R 5 I1, ^tl^tltk&LX , 7k^, T/P^r/K T/t-^—yK T/U^-/K 

(5) R ls {±, T^^K 7^=*$/, OH, ac, N0 2> ^fcttN 

H 2 ^fc<9 ; 
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R 2a l2, tKH, (gjft) TVl^/K ->^d7^/K 7^3^^ (g&) 7 
,Hr-/K (g&) 7;U*^, K (g&)7!J-/K (Sj^) ^fDf^^y/K 
TA^^NRR, N0 2 , OH, NH 2> $.tz\* (g&) ^□7!J-yK'fc?) ; 

R 3 , R 4 fi, ^tti^tiiitiLl.X. 7k^ x 7/u3r/K 7U- yu, ~>^o7/i-3r/K 
OH, ^n, 7^, ^hn-c*£>9 ; 

R 5 fi, 7k^, (g&) i/^n7^;K 7!)-;K (g&) — x 

n-tJ-f^yyK ^o, OH, ifcfcfi (g&) ^fP7U-/K T^-Mfc^, 

(6) R 2a fi, g^Tir^S/c(i1S^llT*g^$tlfcfgjST/u^l/>^/c« 

(7) R la , R 2a fi, Ztl^tL&tLLT, fcm. ^oyy, (g&) 7^=¥, K 

(gm) ryu^^/K (gm) ry-^K (g&) (g&) mmm 

R 3 fi, g&£*aT^-Ct>J:^7^ 

(8) R la te, 7k^, T/U^/K ->^o7;^;K T/i-n^r->, (7/i^/W) 
7$ A 7D-/K £fcfi^-rnTy-;u-Cfc«9 ; 

-CfcU ; 

; 

(9) R,.fi, IMi LT*^^>->, (£«7yU=i^->*/Pdf^v' % 

•J ; 

R 2a ^ 7K^T-fe9 ; 

R 3 {±, 7x-;^;U^^/V7^ /XhiX, 8E7»=/l'£.igifc$,VCV*T 

217 



WO 03/091256 



PCT/JP03/05O24 



(10) (2, 5-^f;i/f7/n [l, 5-a] f y $ 7 ->f/U) 

(^^t\ (i) ~ do) (cEic^ixs^^w^^, imzftx\,^^m$k 
mn. ffif©its^*t) £i&<) . ^©ypK?7i ^Mi^n^n 

3 . 5£ • 




(0 
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£l*T!>— /K g&£ftT^Tk<^7y-/H&&7^*/K M^ti/C^Tfe 

/K mfc£*LWr tins'* d7;K;«7/1'^-;k ajfeSti-cn-Cfc J: 
n7!> — /WSttTVU^/K HifcSti/mT'b.fcni-'* o7;^;^g7;^= 
/K §&£ftTnT 1 b«fcnT y— /^A-tf'^K fi&£ftTV^T <b £^7 y — /U 
fia.r^^f^*/U2K=./u x g&$tvcntt> J:nfc£gtg % A D yy % CHO, 
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(0 



(5t4\ R 2 ' W\ TkHf, {£0T^#^^yc{±/ND^>X'g^^tlTV^TtjctV^ 

7^-^x*fc«9 ; R 3 ' te, 7k**fcfit Kn+->-cfcD ; R 4 ' it, Tkm^tzte 
^mr^^xh^o ; r s ' \t, 7^-^?-*mz^L£ tnz-i&mr^/ut. t z 

4. 5£: 




(1-1) 
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Specification 

Pyrazolo [1,5-a] pyrimidine derivatives and NAD(P) H oxidase inhibitor which contains it. 
The Field of Technology 

This invention relates to the following, namely, a sphere such as for example drug, animal drug (animal 
industry drug, veterinarian drug, fisheries drug or the like) or the like. 

More particularly, it is related to pyrazolo [1,5-a] pyrimidine derivatives and analog to prevent or treat 
a disease to be related to NAD(P)H and NAD(P)H oxidase inhibitor containing it. 

Background Technique 

Neutrophil and reactive oxygen species of immunocompetent cell harvest such as for example 
phagocyte or the like (Reactive oxygen species, ROS) are considered systemically defensively in addition 
to work (Babior, B.M, N.Engl. J. Med. 298,659-668,721-725,1978) with respect to invaded pathogen 
when it is worked in tissue destructive in inflammation and circulatory disease (Weiss, SJ, N, Engl. J. 
Med. 320,365-376,1989.). 

Because the origin of main production of ROS by neutrophil was NAD(P)H oxidase, as for the inhibition 
of neutrophil NAD(P)H oxidase, probability to reduce organ disorder by the disease that neutrophils such 
as inflammatory disease or circulatory disease or the like participated in was suggested (Schmid- 
SChonbe/n, G.W.et al, Physiology and pathology of leukocyte adherence, New York, 
OxfordUniversityPress, 1995). 

On the other hand, that there was production ability of superoxide anion (02-) which was dependent on 
nADPH or NADH to smooth muscle cell, fibroblast, non phagocyte such as vascular endothelium cell or 
the like from previous was known, and cell function such as cell proliferation, hyperpermeability, 
contraction relaxation or the like and probability to be related to were pointed out (Grlendling, K.K.et al, 
Clrc. Res. 86,494-501,2000). 

It was thought that the enzyme body was material same as neutrophil NAD(P) H oxidase at first. 
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It comprised in recent years, and gene of isozyme of gp91-pnox which was membrane constitution 
factor of neutrophil NAD(P) H oxidase was cloned in sequence. 

Presently DuoX(dual oxidase) is reported as the isozyme which five kinds of Nox and peroxidase 
activities contain from Noxl to Nox5, too, too, and it becomes clear to form NoX-Duox family, and 
probability to participate in various tissue, expression of cell function and onset of disease is suggested 
(Lambeth, J.D, Cun\ Opin. Hematol. 9,11-17,2002). 

As for vascular smooth muscle cell, NAD(P)H oxidase of vascular endothelium cell, participation is 
expected to various circulatory organ system disease from blood pressure regulation hormone such as 
angiotensin ll(Angll) or the like, cytokine, thrombin, PDGF, insulin, mechanical stimulation, 
hyperglycemia, activated case by many stimulations such as hyperlipidemia or the like. 

Increase of 02-production with blood vessel wall through NAD(P)H oxidase is observed in hypertension 
rat model by spontaneous type hypertension rat model or Angll persistence administration or the like, 
and the case which it is increased, and is inhibited of blood pressure by inhibition of NAD(P)H oxidase is 
reported (Chen, X, et, al, Hypertension, 38,606-611,2001, Rey, F.E.b, Circ. Res. 89,408-414,2001). 

This thing suggests the probability that NAD(P) H oXidase participates in blood pressure regulation. 

Arteriosclerosis lesion is chronic inflammatory proliferation change of blood vessel, and ROS which is 
produced with blood vessel wall is carrying out important role in onset progress. 

The case that arteriosclerosis lesion by hypercholesterol load is inhibited is reported in one p47phoX 
knock out mouse of cytoplasm Components of NAD(P)H oxidase (Stokes, K.Y.et al, CirC.ReS, 88,499- 
505,2001, Barry-Lane, P.A.et al, J.Clin. Invest. 108,1513-1522,2001). 

ROS participates in proliferation of nascent intima produced after balloon disorder, and restenosis of 
blood vessel is caused. 

Recently, that NAD(P)H oxidase activity is increased is reported in blood vessel wall after balloon 
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disorder (Shi, Y, et, al, Arterioscler. Thromb. Vasc.Biol. 21,739-745,2001, SzOCs, K, et, al, Arterioscler. 
Thromb. Vase. Biol. 22,21-27,2002). 

Moreover, the case that lowered activity of NAD(P)H oxidase by C242T gene mutation of one p22phox 
of cell membrane Components relates to lowering of coronary artery disease onset rate, too is reported 
(Inoue, N, et, al, Circulation, 97,135-137,1998, Cai, H, et, al, Eur. J.Clin. Invest-, 29,744-748,1999, 
Cahilly, C.b, CirC.Res. 86,391-395,2000). 

These report suggests the probability that NAD(P) H oxidase participates in arteriosclerosis and onset 
progress of coronary artery disease. 

As for ROS, probability to participate in onset progress of diabetes mellitus complication is pointed out. 

What oxidation stress through NAD(P)H oxidse elevates in vascular endothelium cell by high sugar 
stimulation or stimulation of sacchariflcation protein, smooth muscle cell or the like is reported 
(InoguChi, T, et, al, Diabetes, 49,1939-1945, 2000, HinK, U, et, al, CirC.Res. 88, E14-E22,2001, 
Wautier, M, et, al, Am.J. Physiol-, 2.80, E685-B694,2001). 

The case which disorder of rise and retina vascular endothelium cell of NAD(P)H oxidase activity relates 
to in retina blood vessel with diabetes mellitus model rat, too is reported (Ellis, E.A.et al, Free Radic. 
Biol-Med. 24,111-120,1998). 

The case which leukocyte participated in tissue disorder has been reported in cerebral circulation disorder 
such as cerebral apoplexy or the like (Hartl, R, et, al, J. Cereb. Blood Flow Metab. 16,1 108-1 1 19,1996). 

The case that cerebral ischemia lesion is reduced is reported in the mouse that neutrophil NAD(P)H 
oxidase activity lacked (Walder, C.E.et al, Stroke, 28,2252-2258,1997). 

Moreover, as for the ischemia, the inflammation, the stimulation such as for example beta-Amyloidor 
the like, probability to display neuron toxicity with case activating NAD(P)H oxidase of Microglia cell, 
too is reported (Spranger, M, et, al, J. Cereb. Blood Flow Metab. 18,674-678,1998, Vianca,V.D.). $, J. 
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Biol. Chem. 274,15493-15499, 1999, Green, S.P.et al, J. Cereb. Blood FlOWMetab. 21,374-384,2001). 

These result suggests the probability that NAD(P) H oxidase participates in cerebral apoplexy and 
neurodegeneration disease. 

Because ROS which is produced by NAD(P)H oxidase participates with cell proliferation and 
vascularization, relation of hyperplasia of tumor, too is suggested (Arnold, R.S.b, Proc. Natl. Acad. Scl. 
USA,98,5550-5555,2001=Arbiser, J.L.et al, ProC.Natl. Acad-Scl. USA,99,7 15-720,2002). 

NAD(P) Hoxidase activity is reported with kidney, gastric mucosa cell, adipocyte, chondrocyte except 
that it was stated above, and relation of cell function is attracting attention. 

In other words, a disease on the basis of inflammation, c irculatory disease, facilitation of proliferation 
activity is widely connected with NAD(P) H/oxidase to hypertension, diabetic complication, 
arteriosclerosis, coronary artery disease, cerebral apoplexy, ischemic disease, neurodegeneration disease, 
disturbance of pulmonary circulation, nephritis, arthritis, inflammatory disease and onset progress such 
as for example cancer or the like in aforesaid types. 

There is a possibility that, these diseases can be inhibited by NAD(P) H oxidase inhibitor. 
Following one as compound containing pyrazolo [1,5-a] pyrimidine skeleton is common knowledge. 
Tokkai 5-112571 discloses following compound 




Wherein, Rl is hydrogen, OH. 
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R2 is hydrogen, lower alkoxycarbonyl, lower alkoxy, halogen, lower alkyl-CONHR6 (it is phenyl, lower 
alkyl with R6 containing hydrogen, halogen atom). R3 is hydrogen, OH, lower alkyl or the like. R5 is 
hydrogen, lower alkyl, lower alkoxy lower alkyl halogen lower alkyl and R4 is hydrogen, lower alkyl, 
lower alkoxy. 

This compound hinders inhibition of androgen action expression, and, as applications, that treatment 
such as for example prostate gland hypertrophy, hirsutism of woman, male baldness, pimple and the like 
can be used is disclosed. 

WOOO/59908 discloses following compound. 




R 2 

Wherein, R3 is (substituted) aryl, (substituted) heteroaryl, and R4 and R5 are hydrogen, halogen, CN, 
alkyl, alkenyl, alkynyl, cycloalkyl, alkoxy, alkylthio, alkyl sulphinyl, alkyl sulphonyl, amino, 
alkylamino, (substituted) phenyl. 

This compound has corticotropin releasing factor receptor antagonism, and, as applications, psychosis, 
nerve disease, anxiety, trauma stress, breast eclipse disorder, circulatory organ system disease and the like 
are nominated. 

Tokkai 10-101672 discloses following compound. 
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R 4 



Wherein, Rl is hydrogen, (substituted) lower alkyl cycloalkyl, thienyl, furyl, lower alkenyl, (substituted) 
phenyl and R5 is hydrogen, lower alkyl. 

This compound is used as adenosine promoter. 

As applications, cardiac infarction, treatment of cerebral infarction are nominated. 

Tokkai 7-157485 discloses following compound. 

O 



Wherein, Rl is hydrogen, tower alkyl, lower alkenyl, lower alkynyl, lower alkoxy, lower alkyl thio, and 
X, Y, Z is N, CR3. 

This compound is angiotensin S antagonist. 

As applications, circulatory organ system disease, treatment of for example cerebral apoplexy are used 
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as. 



EPO328700AI discloses following compound. 




F 



NH* 



The treatment that cerebral circulation device damages this compound as applications is nominated. 
WOOO/53605 discloses following compound. 



Wherein, X is CH, NR1. R3 is hydrogen, alky!, alkenyl, alkynyl, aryl, halo, OH, heterocyclyl and R5 is 
hydrogen, alkyl, OH, 0-alkyl, halo, amino, nitro. 

This compound has tyrosine kinase inhibitory action. 

As applications, treatment such as for example cancer, vascularization, diabetes mellitus complication, 
inflammation or the like is nominated. 

WO98/54093 discloses following compound. 
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Hi 



Wherein, Rl is hydrogen, (substituted) alkyl, cycloalkyl, aryl, (substituted) heterocyclyl, halo, OH, 
(substituted) heteroaryl, and R2 and R3 are hydrogen, alkyl, aryl, cycloalkyl, OH, halo, amino, nitro and 
R4 is hydrogen, (substituted) alkyl, cycloalkyl, alkoxy, (substituted) alkenyl, (substituted) alkynyl, 
(substituted) aryl, (substituted) heterocyclyl, alkoxy NRR, N02, OH, NH2, (substituted) heteroaryl and 
R5 is hydrogen, alkyl, alkoxy, OH, halo, N02, NH2. 

This compound has tyrosine kinase inhibitory action. 

As applications, cancer, vascularization, diabetes mellitus complication and inflammation treatment are 
nominated. 

Tokkai 4-270285 discloses following compound. 



Wherein, Y is lower alkylene, lower alkenylene, and Z is substituted acetyl, heterocyclic or the like. 
This compound hinders HMGCoA reductase. 
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As applications, treatment of hyperlipidemia is nominated. 



WOOO/44754 discloses following compound. 




NR5R6 



R3 



R 2 - 



Wherein, as for R2 and R3, hydrogen, halogen, (substituted) alkyl, (substituted) alkenyl, (substituted) 
aryl, (substituted) aralkyl, (substituted) heterocyclic group or link together and are alkylene group, and X 
is N, CR4. 

This compound inhibits fat accumulation. 

As applications, obesity, diabetes mellitus, hypertensive treatment are nominated. 
Kokai 2000-383501 $, following compound are disclosed. 



Wherein, E is N, CR9 (R9 is hydrogen, alkyl, halogen, cyanogen, hydroxy, alkoxy) and Rl is hydrogen, 
alkyl, cycloalkyl, alkoxy (alkyl), amino, aryl, heteroaryl. 
J is NR2R3, OR, O, and G is C, N. 
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Ar 



This compound has corticotropin releasing factor (CRF) receptor antagonism. 



As applications, treatment of diabetes mellitus is nominated. 



Tokkai 9-169762 discloses following compound. 




Wherein, R5 is carboxy, lower alkoxy carboxy, (substituted) carbamoyl (phenyl lower alkyl lower alkyl 

substituent). 

N is 1-5. 

Function of this compound is vague. 



As applications, use is nominated in analgesia, inflammation, antibacterial, hypoglycemic, cancer and the 
like. 
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Khim. -Farm. Zh (1995), 29 (4), 37-38 (2,5-dimethylpyrazolo [1,5-a] pyrimidine-7-yI) succinic acid is 
disclosed). 

As applications, treatment of diabetes mellitus is nominated. 
Problems to be Overcome by this Invention 

This invention has the object of putting forward novel compound hindering NAD(P) H oxidase and a 
composition including compound thereof. 

Moreover for example, this invention has the object of putting forward diagnostic agent diagnosing a 
disease to be related to NAD(P)H other than medicinal composition (quasi drug is included), animal drug 
(animal industry drug, veterinarian drug, fisheries drug or the like) composition. 

In other words, by this invention being to put forward novel compound hindering NAD(P) H oxidase and 
a composition including compound thereof furthermore, a purpose is made that prevention or therapy 
makes hypertension, diabetic complication, arteriosclerosis, coronary artery disease, cerebral apoplexy, 
ischemic disease, neurodegeneration disease, disturbance of pulmonary circulation, nephritis, arthritis, 
inflammatory disease or cancer a disease on the basis of inflammation, circulatory disease, facilitation of 
proliferation activity. 

Gist of the invention. 

That following pyrazolo [1,5-a] pyrimidine derivatives and analogs had NAD(P) H oxidase inhibitory 
action in neutrophil and blood vessel was discovered. 

Active oxygen (ROS, superoxide) production is inhibited by hindering NAD(P)H oxidase, and various 
kinds of circulatory disease (hypertension, hyperlipidemia, diabetes mellitus, diabetic complication, 
arteriosclerosis, coronary artery disease, cerebral apoplexy, ischemic disease, neurodegeneration disease, 
disturbance of pulmonary circulation, cerebral circulation disorder, nephritis, arthritis, inflammatory 
disease or cancer or the like) and effect gastric mucosa disorder (example = gastric ulcer) are had. 
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In accordance with this invention following item 1-26 are been to put forward, and an aforesaid purpose 
is achieved. 



(wherein, Rla, R2a, R3-R5 each independently show hydrogen, halogen, optionally substituted lower 
alkyl, optionally substituted lower alkenyl, optionally substituted lower alkynyl, optionally substituted 
cycloalkyl, optionally substituted cycloalkenyl, optionally substituted cycloalkynyl, optionally 
substituted aryl, optionally substituted heterocyclic group, hydroxy, optionally substituted alkoxy, 
optionally substituted aryloxy, optionally substituted heterocyclic oxy, optionally substituted acyl, 
optionally substituted monosubstituted carbonyl oxy, optionally substituted carbamoyl, diazo, optionally 
substituted amidine, azide, two thoron, nitro, optionally substituted amino, optionally substituted imino, 
cyanogen, mercapto, optionally substituted monosubstituted thio, optionally substituted monosubstituted 
thio oxy, optionally substituted monosubstituted sulphinyl, optionally substituted monosubstituted 
sulfonyl, sulfo or tri substituted silyl, and Rla, R2a, R3-R5 each independently link together by an 
arbitrary combination, and it may be formed a ring structure). A prodrug thereof, a pharmaceutical^ 
acceptable salt thereof or a solventate thereof wherein. Wherein the following ten compounds are 
excluded. 



Compound wherein, Rla is cycloalkyl, halogen lower alkyl or phenyl with hydrogen, OH, lower alkyl 
carbon number of 3-8. 

R2a hydrogen, lower alkoxycarbonyl, lower alkoxy, halogen, cycloalkyl of lower alkyl 3-8 C, lower 
alkoxycarbonyl lower alkyl carboxyl, carboxy lower alkyl-CONHR6 (is phenyl or lower alkyl with R6 
containing hydrogen, halogen atom), cyanogen, phenyl with containing group selected from the group 
comprising hydroxy group, halogen atom, lower alkyl group, lower alkoxy and phenylthio group as 



1. Compound 




(1). 
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substituent, phenyl lower alkyl group with containing group selected from the group comprising hydroxy 
group and lower alkoxy group as substituent on the phenyl ring, lower alkanoyl group with containing 
lower alkanoyloxy lower alkyl, benzoyl group or halogen atom, or it is hydroxy lower alkyl group with 
containing group selected from the group comprising phenyl group and halogen atom as substituent. 
R3 is hydrogen or OH. 

R4 is hydrogen, lower alkyl, lower alkoxy lower alkyl or halogen lower alkyl. 
R5 is 



Compound wherein, Rla, R2a are each independently hydrogen, halogen, CN, alkyl, alkenyl, alkynyl, 
cycloalkyl, alkoxy, alkylthio, alkyl sulphinyl, alkyl sulphonyl, amino, alkylamino or (substituted) 
phenyls. 

R3 is (substituted) aryl or (substituted) heteroaryl 



Compound wherein, Rla is hydrogen, (substituted) lower alkyl cycloalkyl, thienyl, furyl, lower alkenyl or 

(substituted) phenyl 

. R2a is hydrogen or lower alkyl. 

R3 is optionally substituted amino. 




and R6 is hydrogen, lower alkyl or lower alkoxy. 



(3). 



(4). 

Compound wherein, Rla is hydrogen, alkyl, OH, 0-alkyl, halo, amino or nitro. 
R2a is 



©Rising Sun Communications Ltd. 



hup:// w w w. risiugMni.co.uk 



14 



WO03/91256 



Caution: Translation Standard is 
Lightly Edited Machine Translation 



0' 




, and X is CH, N, and nitrogen atom on ring of R2a may be substituted. 

R3 and R5 are each independently hydrogen, alky!, alkenyl, alkynyl, aryl, halo, OH, S heterocyclyl. 



Compound wherein, Rla is hydrogen, alkyl, alkoxy, OH, halo, N02 or NH2. 

R2a is hydrogen, (substituted) alkyl, cycloalkyl, alkoxy, (substituted) alkenyl, (substituted) alkynyl, 
(substituted) aryl, (substituted) heterocyclyl, alkoxy NRR, N02, OH, NH2 or (substituted) heteroaryl. 
R3 and R4 are each independently hydrogen, alkyl, aryl, cycloalkyl, OH, halo, amino, nitro. 
R5 is hydrogen, (substituted) alkyl, cycloalkyl, aryl, (substituted) heterocyclyl, halo, OH or (substituted) 



Compound wherein, R2a is lower alkylene or lower alkenylene substituted by substituted acetyl or 
heterocycle. 

R3 is optionally substituted phenyl. 



Compound wherein, Rla, R2a are each independently hydrogen, halogen, (substituted) alkyl, (substituted) 
alkenyl, (substituted) aryl, (substituted) aralkyl, (substituted) heterocyclic group or alkylene groups same 



(5). 



heteroaryl. 



(6). 



(7). 



as. 



R3 is optionally substituted amino 



(8). 



Rla is hydrogen, alkyl, cycloalkyl, alkoxy, -(alkyl) amino, aryl or heteroaryl. 
R2a is hydrogen, alkyl, halogen, cyanogen, hydroxy or alkoxy. 
R3 is optionally substituted amino or optionally substituted alkoxy. 
R5 is aryl. 
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(9). 

Compound wherein, Rla was substituted by group selected from the group comprising carboxy, lower 
alkoxy carboxy and substituted carbamoyl as substituent and is lower alkyl, and R2a is hydrogen. 
R3 is phenyl carbonylamino, and the said phenyl group may be substituted. 
R4 and R5 are hydrogen. 



(10). 

(2,5-dimethylpyrazoIo [1,5-a] pyrimidine-7-yl) succinic acid, wherein (the substituent which is not 
defined of among compound described in (1)-(10) denotes an arbitrary substituent). 



2. Compound in accordance with Paragraph 1 that one or both of Rla and R2a is hydrogen, and the other 
is optionally substituted carbamoyl. 

3. Compound in accordance with Paragraph 1 represented by formula 




0) 



a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof wherein, (wherein, 
Rl is hydrogen, lower alkyl optionally substituted amino or optionally substituted aryl lower alkyl and R2 
are hydrogen, optionally substituted lower alkyl optionally substituted cycloalkyl, optionally substituted 
cycloalkyl lower alkyl, optionally substituted lower alkoxy, optionally substituted aryl, optionally 
substituted aryl lower alkyl optionally substituted aryloxy 1, optionally substituted lower alkyl sulfonyl, 
optionally substituted aryl sulfonyl, optionally substituted heteroaryl lower alkyl optionally substituted 
heterocyclic group lower alkyl or optionally substituted amino. 

Or Rl and R2 comprises together with adjacent N atom, and optionally substituted heterocycle may be 
formed. 

R3 is hydrogen, hydroxy, lower alkoxy, halogen or optionally substituted amino. 
R4 is hydrogen, lower alkyl or optionally substituted aryl. 

R5 is hydroxy, optionally substituted lower alkyl optionally substituted aryl, optionally substituted aryl 
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lower alkyl optionally substituted cycloalkyl lower alky], optionally substituted aryl lower alkenyl, 
optionally substituted cycloalkyl lower alkenyl, optionally s, optionally substituted cycloalkyl lower 
alkynyl, optionally substituted aryl carbonyl, optionally substituted aryl lower alkyl carbonyl, optionally 
substituted heterocyclic group, halogen, CHO, optionally substituted amino or optionally substituted 
imino. But wherein compounds of following formula are excluded 



(wherein, R2' is the phenyl which may be substituted by hydrogen, lower alkyl or halogen, and R3 'is 
hydrogen or hydroxy. 
R4 'is hydrogen or lower alkyl. 

R5 'contains phenylthio group, and is the phenyl which may substitute by lower alkyl or lower alkoxy 
furthermore). 

4. Compound in accordance with Paragraph3 represented by formula 



(same meaning the aforesaid each substituent), a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. 

5. Compound described in paragraph3 or 4 &. A prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. Rl is hydrogen. 

R2 is optionally substituted aryl. 

6. Compound, a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof 
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wherein are described in paragraph3 or 4 &. R3 is hydrogen or the amino which may be substituted. 

7. Compound, a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof 
wherein are described in paragraph3 or 4 &. R4 is hydrogen. 

8. Compound, a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof 
wherein are described in paragraph^ or 4) . R5 is optionally substituted aryl. 

9. Compound, a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof 
wherein are described in paragraph3 or 4 &. Rl is hydrogen and R2 is optionally substituted phenyl. 

R3 is hydrogen or the amino which may be substituted and R4 is hydrogen. 
R5 is optionally substituted phenyl. 

10. Compound in accordance with Paragraph9, a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. Substituent is at least one which is selected from the group 
which comprised optionally substituted heterocyclic group, lower alkyl carbonyl, cycloalkyl, lower alkyl 
optionally substituted amino, halogen, halogenation lower alkyl, lower alkoxy, carboxy lower alkyl oxy, 
heterocyclic group lower alkyl oxy, amino lower $$$, hydroxy, cyanogen, carbamoyl heterocyclic group 
oxy, cyano lower alkyl and phenyl in the phenyl which may be substituted of R2. 

11. Compound in accordance with ParagraphlO, a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. R2 is optionally susbstituted heterocyclic group phenyl. 

12. Compound in accordance with ParagraphlO, a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. R2 is optionally substituted piperazino phenyl, optionally 
substituted piperidino phenyl or the pyrrol idino phenyl which may be substituted. 

13. Compound in accordance with Paragraph9 which is at least one which is selected from the group that 
substituent comprised halogen, halogenation lower alkyl, aryl lower alkyl oxy, lower alkyl, lower alkoxy, 
hydroxy, lower alkyl thio, phenyl, phenyloxy, phenyl lower alkyl, phenyl lower alkyl amino, phenyl 
lower alkyl thio, phenyl lower alkenyl, phenylcarbamoyl, amino, cycloalkyl lower alkyl oxy and 
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heteroaryl lower alkyl oxy in the phenyl which R5 might substitute, a prodrug thereof, a 
pharmaceutical ly acceptable salt thereof or a solventate thereof wherein. 

14. Compound in accordance with any of Paragraph 1-1 3 is contained and is medicinal composition. 

15. Compound in accordance with any of Paragraph 1-13 is contained and is NAD(P) H oxidase inhibitor. 

16. Preventative agent of disease compound in accordance with any of Paragraph 1 - 1 3 is contained, and 
to be related to NAD(P) H or therapeutic agent. 

17. Preventative agent or therapeutic agent in accordance with Paragraph 16 which is selected from the 
group which a the aforesaid disease damaged inflammation, disturbance of pulmonary circulation, 
ischemic cardiac disease, cerebral circulation, and comprised arteriosclerosis, diabetes mellitus 
complication, hypertension and proliferation associated disease. 

18. Preventative agent or therapeutic agent in accordance with Paragraphs that a the aforesaid disease 
is cerebral infarction or diabetic retinopathy. 

19. Compound represented by 

R* (la) 

, prodrug thereof, pharmaceutical^ permitted salt thereof or solventate thereof is contained and is 
NAD(P)H oxidase inhibitor, (wherein, Rla, R2a, R3-R5 each independently show hydrogen, halogen, 
optionally substituted lower alkyl, optionally substituted lower alkenyl, optionally substituted lower 
alkynyl, optionally substituted cycloalkyl, optionally substituted cycloalkenyl, optionally substituted 
cycloalkynyl, optionally substituted aryl, optionally substituted heterocyclic group, hydroxy, optionally 
substituted alkoxy, optionally substituted aryloxy, optionally substituted heterocyclic oxy, optionally 
substituted acyl, optionally substituted monosubstituted carbonyl oxy, optionally substituted carbamoyl, 
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diazo, optionally substituted amidine, azide, two thoron, nitro, optionally substituted amino, optionally 
substituted imino, cyanogen, mercapto, optionally substituted monosubstituted thio. optionally 
substituted monosubstituted thio oxy, optionally substituted monosubstituted sulphinyl. optionally 
substituted monosubstituted sulfonyl, sulfo or tri substituted silyl, and Rla, R2a, R3-R5 each 
independently link together by an arbitrary combination, and it may be formed a ring structure). 

20. Compound represented by 



, prodrug thereof, pharmaceutical^ permitted salt thereof or solventate thereof is contained and is 
NAD(P)H oxidase inhibitor, (wherein, Rl is hydrogen, lower alkyl optionally substituted amino or 
optionally substituted aryl lower alkyl and R2 are hydrogen, optionally substituted lower alkyl optionally 
substituted cycloalkyl, optionally substituted cycloalkyl lower alkyl, optionally substituted lower alkoxy, 
optionally substituted aryl, optionally substituted aryl lower alkyl optionally substituted aryloxy 1, 
optionally substituted lower alkyl sulfonyl, optionally substituted aryl sulfonyl, optionally substituted 
heteroaryl lower alkyl optionally substituted heterocyclic group lower alkyl or optionally substituted 
amino. 

OrRl and R2 comprises together with adjacent N atom, and optionally substituted heterocycle may be 
formed. 

R3 is hydrogen, hydroxy, lower alkoxy, halogen or optionally substituted amino. 
R4 is hydrogen, lower alkyl or optionally substituted aryl. 

R5 is hydroxy, optionally substituted lower alkyl optionally substituted aryl, optionally substituted aryl 
lower alkyl optionally substituted cycloalkyl lower alkyl, optionally substituted aryl lower alkenyl, 
optionally substituted cycloalkyl lower alkenyl, optionally s, optionally substituted cycloalkyl lower 
alkynyl, optionally substituted aryl carbonyl, optionally substituted aryl lower alkyl carbonyl, optionally 
substituted heterocyclic group, halogen, CHO, optionally substituted amino or optionally substituted 
imino. 
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21. Process for the therapy or prevention of disease it is characterised in that, and to be related to 
NAD(P) H to administer effective dose of compound in accordance with any of Paragraph 1-20 to 
animal including human being. 

22. Process in accordance with Paragraph21. Wherein, a the aforesaid disease is selected from the group 
which comprised inflammation, disturbance of pulmonary circulation, ischemic cardiac disease, Masaru 
circulatory disease, arteriosclerosis, diabetes mellitus complication, hypertension and proliferation 
associated disease. 

23. Process in accordance with Paragraphs 1 that a the aforesaid disease is cerebral infarction or diabetic 
retinopathy. 

24. Use of compound in accordance with any of Paragraph 1 -20 to produce pharmaceutical to be used in 
order to do prevention or therapy of a disease to be related to NAD(P) H. 

25. Use in accordance with Paragraph24. Wherein, a the aforesaid disease is selected from the group 
which comprised inflammation, disturbance of pulmonary circulation, ischemic D disease, cerebral 
circulation disorder, arteriosclerosis, diabetes mellitus complication, hypertension and proliferation 
associated disease. 

26. Use in accordance with Paragraph24 that a the aforesaid disease is cerebral infarction or diabetic 
retinopathy. 

Detailed Description of the Invention 

These inventors were discovered the compound which contained the aforesaid skeleton which had 
NAD(P) H inhibitory action as a result of having continued effort assiduously. 

As for the term which is used in this specification, it should be understandable to be used with the 
definition to be used in an aforesaid sphere usually so long as it is not in particular mentioned. 

In this specification, as "alky!" used singly or in combination with other terms, branched or straight 
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chain cl-C20 alkyl is included. 

For example, methyl, ethyl, n-propyl, i-propyl, n-butyl, s-buty], 1-butyl, t-butyl, n-pentyl, 1 -ethyl 
propyl, 2-methyl butyl, 3-methyl butyl, 2,2-dimethyl propyl, n-hexyl, 2-methyl pentyl, 3-methyl 
pentyl, 4-methyl pentyl, n-heptyl, 2-methyl hexyl, 3-methyl hexyl, 4-methyl hexyl, 5-methyl hexyl, 
n-heptyl, n-octyl, n-nonyl, n-decyl, tetrahydrogeranyl, n-dodecyl, n-tri decyl, n-tetradecyl, n- 
pentadecyl, n-hexadecyl, n-octadecyl, n-nonadecyl and n-eicosanyl are nominated. 

Preferably CI to C9 alkyl is nominated. 

More preferably CI to C6 alkyl, in particular preferably C1-C4 alkyl are nominated. 

As the embodiment which substituent is desirable for in "optionally substituted alkyl", halogen, hydroxy, 
optionally substituted lower alkoxy, optionally substituted aryloxy, optionally substituted substituted 
carbonyl oxy, optionally substituted carbamoyl, diazo, cyanogen, optionally substituted amino, 
optionally substituted imino, optionally substituted amidine, azide, nitro, two thoron, mercapto, 
optionally substituted monosubstituted thio, optionally substituted monosubstituted thio oxy, optionally 
substituted monosubstituted sulphinyl, optionally substituted monosubstituted sulfonyl, sulfo, optionally 
substituted saturated or unsaturated alicyclic hydrocarbon group, optionally substituted aryl, optionally 
substituted heterocyclic group, optionally substituted heterocyclic oxy, optionally substituted acyl and tri 
substituted silyl and the like are nominated. 

Moreover, in this specification, it states with carbon number in group thereof being 1-10, preferably 1-8, 
more preferably 1-6, more particularly preferably 1-4 various group "is lower". 

In this specification, number of substituents to substitute hydrogen in alkyl group in "optionally 
substituted alkyl" is 1-5, preferably 1-3. 

Position of substituent is not restricted in particular. 

In this specification, as "optionally substituted alkenyl", branched or straight chain c2 to CI2 alkenyl is 
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included. 

These can contain double bond the possible number that can be located in, and configuration can be 
recovered (E) configuration or (Z) configuration in their double bond, but for example vinyl, allyl, 
isopropenyl, 1-propenyl, 2-methyl-l-propenyl, 1-butenyl, 2-butenyl, 3-butenyI, 2-ethyl- 1-butenyl, 3- 
methyl-2-butenyI, 1-pentenyl, 2-pentenyl, 3-pentenyl, 4-pentenyl, 4-methyl-3-pentenyI, 1-hexenyl, 2- 
hexenyl, 3-hexenyl, 4-hexenyI, 5-hexenyl, 1-heptenyl, I-octenyl, geranyl, 1-decenyl, 1-tetra decenyl, 
1-octadecenyl, 9-octadecenyl, 1-eicosenyl, 3,7,1 1,1 5-tetramethyl-l-hexadecenyl and the like is 
included. 

Preferably C2 to C8 alkenyl is nominated. 
More preferably C2 to C6 alkenyl is nominated. 

Wherein vinyl in particular, allyl, isopropenyl, 1-propenyl, 2-methyl-l-propenyl, 1-butenyl, 2-butenyl, 
3-methyl-2-butenyl are preferred. 

In this specification, as "optionally substituted", aforesaid "is the top and similar as in case of called 
"alkyl" which may substitute". 

In this specification, number of substituents is 1-5, preferably 1-3 in "optionally substituted alkenyl". 
Position of substituent is not restricted in particular. 

In this specification, as "optionally substituted alkynyl", branched or straight chain c2 to C12 alkynyl is 
included. 

It is possible that these contain triple bond the possible number that can be located in, but alkynyl group 
and the like which may contain for example ethinyl, 1-propynyl, 2-propynyl (propargyl), carbon 
number 2 to 20 double bond such as for example 2-butenyl, 2-pentene-4-ynyl and the like are 
nominated. 
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Preferably C2 to C8 alkynyl is nominated. 
More preferably C2 to C6 alkynyl is nominated. 

In this specification, as "optionally substituted", it is similar as in case of "alkyl" named aforesaid 
"optionally substituted". 

In this specification, number of substituents is 1-5, preferably 1-3 in "optionally substituted alkynyl". 
Position of substituent is not restricted in particular. 

It is halogen, hydroxy, lower alkoxy, lower alkenyloxy and acyl group that is preferred in the aforesaid 
substituent. 

In this specification, acyl group and the like to be derived from the optionally substituted carboxylic 
acid, optionally substituted hydroxy carboxylic acid as "optionally substituted acyl" is nominated. 

In an embodiment, group and the like represented with formula R6C(0)-, R70C(O)- (wherein, R6 and R7 
each independently denote optionally substituted hydrocarbon group or heterocyclic group) is 
nominated. 

Preferably it is group represented by formula R6C(0)-. 

In this specification, it is As in "hydrocarbon group or the heterocyclic group which may be substituted" 
represented by R6 and R7, "hydrocarbon group", alicyclic hydrocarbon group which branched or straight 
chain aliphatic hydrocarbon group (alkyl, alkenyl, alkynyl group or the like) and the like are nominated 
as acyclic group, and is saturated or unsaturated as cyclic group moiety (cycloalkyl, cycloalkenyl, 
cycloalka dienyl group or the like), aryl group and the like are nominated. 

In this specification, for example, as preferred embodiment of "acyl", formyl, acetyl, propionyl, butyryl, 
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isobutyryl, valeryl, 1-6C alkanoyl such as for example isovaleryl, pivaloyl, hexanoyl and the like, 
benzoyl, 2,4-dihydroxyphenyl carbonyl, 2,4-dihydroxy-3-(3-methyl-2-butenyl) phenyl carbonyl and the 
like are nominated. 

As "optionally substituted", it is similar as in case of "alkyl" named aforesaid "optionally substituted". 

Number of substituents to substitute hydrogen in acyl group in "optionally substituted acyl" is 1-5, 
preferably 1-3. 

Position of substituent is not restricted in particular. 

Moreover, as preferred example of "optionally substituted acyl", optionally substituted acetyl, optionally 
substituted benzoyl group are nominated, wherein as substituent and site of substitution substituting 
benzene ring hydrogen of benzoyl group, for example 2-, 3-, or 4-fluoro, 2-, 3-, or 4-chloro, 2-, 3-, or 4- 
bromo, 2-, 3-, or 4-iodo, 2-, 3-, or 4-methyl, 2,3-, 2,4- or 2,5-dimethyl, 2,6-, 3,4- or 3,5-dimethyl, 
2,3,4-, 2,3,5-, 2,3,6-, 2,4,5-, 2,4,6- or 3,4,5-trimethyl, 2-, 3-, or 4-ethyl, 2-, 3-, or 4-propyl, 2-, 3-, or 
4-trifluoromethyl, 2-, 3-, or 4-methoxy, 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-dimethoxy, 2,3,4-, 2,3,5-, 
2,3,6-, 2,4,5-, 2,4,6- or 3,4,5-trimethoxy, 2-, 3-, or 4-ethoxy, 2-, 3-, or 4-propoxy, 2-, 3-, or 4- 
trifluoromethoxy, 2-, 3-, or 4-cyanogen, 2-, 3-, or 4-nitro. 

And the combination that is these substituents and arbitrary possible of site of substitution is nominated. 

In this specification, as "tri substituted silyl", it states with radical substituted onto hydrogen of 3 of silyl 
(-SiH3). 

Tri substituted silyl may be substituted preferably. It is dialkyl silyl, dialkyl monoary! silyl or mono alkyl 
diaryl silyl. 

As embodying example of trialkylsilyl, trimethylsilyl, triethylsilyl, t-butyldimethylsilyl are nominated. 
As example of mono alkyl diaryl silyl, t-butyl diphenyl silyl or the like is nominated. 
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In this specification, as aliphatic hydrocarbon group of the "aliphatic hydrocarbon group which may be 
substituted", it states with branched or straight chain aliphatic hydrocarbon group (alkyl, alkenyl, alkynyl 
group or the like). 

In this specification,. as "halogen", for example, fluorine, chlorine, bromine, iodine are nominated. 

As "optionally substituted", it is similar as in case of "alkyl" named aforesaid "optionally substituted". 

In this specification, for example, as "optionally substituted alkoxy", "lower alkoxy", "lower 
alkenyloxy" and the like are nominated. 

In this specification, as "lower alkoxy", lower alkyl thereof is same as the aforesaid definition. However, 
for example, alkoxy of carbon number 1 to 6 such as for example methoxy, ethoxy, propoxy, 
isopropoxy, butoxy, iso butoxy, neo butoxy, t-butoxy, pentoxy, iso pentoxy and the like are nominated. 

As "optionally substituted", it is similar as in case of "alkyl" named aforesaid "optionally substituted". 

In this specification, as "lower alkenyloxy", lower alkenyl thereof is same as the aforesaid definition. 
However, for example, vinyloxy, allyloxy, 1-propenyl oxy, 2-methyl-l-propenyl oxy, 1-butenyloxy, 2- 
butenyloxy, 3-butenyloxy, 2-ethyl- 1-butenyloxy, 3-methyl-2-butenyloxy, 1-pentenyl oxy, 2-pentenyl 
oxy, 3-pentenyl oxy, 4-pentenyl oxy, 2-7C alkenyloxy such as for example 4-methyl-3-pentenyl oxy 
and the like are nominated. 

As "optionally substituted", it is similar as in case of "alkyl" named aforesaid "optionally substituted". 

In this specification, as "aryloxy", in embodiments, group and the like represented with formula R80- 
(wherein, R8 is same as the definition of "optionally substituted aryl") is nominated. 

For example, phenoxy and the like are nominated. 

In this specification, in an embodiment, as the "monosubstituted carbonyl oxy which may be substituted, 
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group and the like represented with formula R9C(O)0-, R10OC(O)0- (wherein, R9 and RIO are same as 
the definition of optionally substituted acyl") is nominated. 

For example, alkyl carbonyl oxy, cycloalkyl carbonyl oxy, aryl carbonyl oxy, heterocyclic carbonyl oxy 
and the like are nominated. 

In this specification, as "alkyl carbonyl oxy", for example, methyl carbonyl oxy, ethyl carbonyl oxy, 
propyl carbonyl oxy, isopropyl carbonyl oxy, butyl carbonyl oxy, isobutyl carbonyl oxy, t-butyl 
carbonyl oxy, pentyl carbonyl oxy, isopentyl carbonyl oxy, neopentyl carbonyl oxy, t-pentyl carbonyl 
oxy, $, 2-7C alkyl carbonyl oxy such as for example xyl carbonyl oxy and the like are nominated. 

As "optionally substituted", it is similar as in case of "alkyl" named aforesaid "optionally substituted". 

In this specification, as "optionally substituted carbamoyl", it is formula R11R12NC(= 0)-. (wherein, 
R11 and R12 hydrogen, optionally substituted lower alkyl optionally substituted cycloalkyl, optionally 
substituted cycloalkyl lower alkyl, optionally substituted lower alkoxy, optionally substituted aryl, 
optionally substituted aryl lower alkyl, optionally substituted aryloxy lower alkyl, optionally substituted 
lower alkyl sulfonyl, optionally substituted aryl sulfonyl, optionally substituted heteroaryl lower alkyl, 
optionally substituted heterocyclic group lower alkyl, optionally substituted amino). Group and the like 
represented with] which may form the heterocycle which S R and R12 comprise together with adjacent 
N atom, and may be substituted is nominated. 

As "optionally substituted carbamoyl", in an embodiment for example, carbamoyl, N-mono lower alkyl 
carbamoyl, N,N-dilower alkyl carbamoyl, N-hydroxy carbamoyl, N-lower alkoxy carbamoyl, N-hydroxy- 
N-lower alkyl carbamoyl, N-lower alkoxy-N-lower alkyl carbamoyl, N-phenylcarbamoyl, N-substituted 
phenylcarbamoyl group and the like are nominated. 

As "optionally substituted", it is similar as in case of "alkyl" named aforesaid "optionally substituted". 

As the aforesaid "N-mono lower alkyl carbamoyl", lower alkyl thereof is same as the aforesaid 
definition. However, for example, N-methylcarbamoyl, N-ethyl carbamoyl, N-propyl carbamoyl, N- 
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isopropyl carbamoyl, N-pentyl carbamoyl, N-iso pentyl carbamoyl, N-neopentyl carbamoyl, N-t-pentyl 
carbamoyl, N-l-ethyl propyl carbamoyl, N-hexylcarbamoyl and the like are nominated. 

As the aforesaid "N,N-dilower alkyl carbamoyl", lower alkyl thereof is same as the aforesaid definition. 
However, for example, N,N-dimethylcarbamoyl, N-ethyl-N-methylcarbamoyl, N,N-diethylcarbamoyl, 
N-methyl-N-propyl carbamoyl, N-butyl-N-methylcarbamoyl, N-butyl-N-ethyl carbamoyl, N-butyl-N- 
propyl carbamoyl, N-butyl-N- isopropyl carbamoyl, N,N-dibutyl carbamoyl, N-ethyl-N-propyl 
carbamoyl, N,N-dipropyl carbamoyl, N-isopropyl-N-n-propyl carbamoyl, N-isopropyl-N- 
methylcarbamoyl and the like are nominated. 

As the aforesaid "N-hydroxy-N-lower alkyl carbamoyl", lower alkyl thereof is same as the aforesaid 
definition. However, for example, N-hydroxy-N-methylcarbamoyl, N-hydroxy-N-ethyl carbamoyl, N- 
hydroxy-N-propyl carbamoyl, N-hydroxy-N-butyl carbamoyl, N-hydroxy-N-isopropyl carbamoyl, N- 
hydroxy-N-isobutyl carbamoyl, N-hydroxy one N-sec-butyl carbamoyl, N-hydroxy-N-t-butyl carbamoyl, 
N-hydroxy-N-pentyl carbamoyl, N-hydroxy-N-iso pentyl carbamoyl, N-hydroxy-N-lower alkyl 
carbamoyl group of carbon number 2-7 such as for example N-hydroxy-N-neopentyl carbamoyl and the 
like are nominated. 

As the aforesaid "N-lower alkoxy-N-lower alkyl carbamoyl". Lower alkyl thereof is same as the aforesaid 
definition, n-lower alkoxy one N-lower alkyl carbamoyl that total carbon number thereof is 3 to 13, for 
example N-methoxy-N-methylcarbamoyl, N-methoxy-N-ethyl carbamoyl, N-methoxy-N-propyl 
carbamoyl, N-methoxy-N-butyl carbamoyl, N-methoxy-N-isopropyl carbamoyl, N-methoxy-N-isobutyl 
carbamoyl, N-methoxy-N-sec-butyl carbamoyl, N-methoxy-N-t-butyl carbamoyl, N-methoxy-N-pentyl 
carbamoyl, N-methoxy-N-iso pentyl carbamoyl, N-methoxy-N-neopentyl carbamoyl and the like are 
nominated. 

As substituent of the aforesaid "N-substituted phenylcarbamoyl", lower alkyl, lower alkoxy, hydroxy and 
the like are nominated, and those meanings are similar to the aforesaid definition. However, for 
example, as preferred embodiment of "N-substituted phenylcarbamoyl", (4-methylphenyl) carbamoyl, 
(4-ethylphenyl) carbamoyl, (4-hydroxyphenyl) carbamoyl, (4-methoxyphenyl) carbamoyl (2,3- 
dihydroxyphenyl), carbamoyl (2,3-methoxyphenyl), carbamoyl (2,4-dihydroxyphenyl), carbamoyl, 
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(2,4-methoxyphenyl) carbamoyl (2,6-dihydroxyphenyl), carbamoyl (2,6-methoxyphenyI), carbamoyl 
(2,4,6-trihydroxyphenyl), carbamoyl (2,4,6-trimethoxyphenyI), carbamoyl (2,4-dimethoxy-6- 
hydroxyphenyl), carbamoyl (2,6-dimethoxy-4-hydroxyphenyl), ca, (4,6-dihydroxy-2-methoxyphenyl) 
carbamoyl (2,6-dihydroxy-4-methoxyphenyl), carbamoyl (2,3,4-trimethoxyphenyl), carbamoyl (2,3- 
dimethoxy-4-hydroxyphenyl), carbamoyl (2,4-dimethoxy-3-hydroxyphenyl), carbamoyl (2,3- 
dihydroxy-4-methoxyphenyl), (2,4-dihydroxy-3-methoxyphenyl) carbamoyl (2,4-dimethoxy-6- 
methylphenyl), carbamoyl (2,6-dimethoxy-4-methylphenyl), carbamoyl and the like are nominated. 

In this specification, for example, as "optionally substituted amino", amino, mono lower alkyl amino, 
dilower alkyl amino, lower alkyl carbonylamino group, lower alkoxycarbonyl lower alkyl amino, 
hydroxy lower alkyl amino, carbamoyl amino, lower alkoxy lower alkyl amino, lower alkyl sulfonyl 
amino, cycloalkyl amino and the like are nominated. 

As "optionally substituted", it is similar as in case of "alkyl" named aforesaid "optionally substituted". 

Said substituent comprises together with N atom of amino, and heterocycle may be formed. 

As the aforesaid "mono lower alkyl amino", lower alkyl thereof is same as the aforesaid definition. 
However, for example, methylamino, ethylamino, propylamino, isopropyl-amino, butyl amino, isobutyl 
amino, sec-butylamino, t-butylamino, carbon number 1-6 mono lower alkyl amino group such as for 
example pentyl amino, isopentyl amino, hexyl amino and the like are nominated. 

As the aforesaid "dilower alkyl amino". Di lower alkyl amino that lower alkyl thereof is same as the 
aforesaid definition, and total carbon number thereof is 2-20, for example dimethylamino, ethylmethyl 
amino, diethylamino, methylpropyl amino, ethyl propylamino, isopropyl methylamino, isopropyl 
ethylamino, butyl methylamino, butyl ethylamino, in butyl methylamino, in butyl ethylamino and the 
like are nominated. 

As the aforesaid "lower alkyl carbonylamino", lower alkyl thereof is same as the aforesaid definition. 
However, for example, alkyl carbonylamino radical of carbon number 2 to 7 such as for example methyl 
carbonylamino, ethyl carbonylamino, propyl carbonylamino, isopropyl carbonylamino, butyl 
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carbonylamino, isobutyl carbonylamino, sec-butyl carbonylamino, t-butyl carbonylamino, pentyl 
carbonylamino, isopentyl carbonylamino and the like are nominated. 

In this specification, as "imino", it states with R13-NH-CR14 group or CR15 = NH radical, and wherein, 
R13-R15 means hydrogen, aforesaid "alkyl", "aralkyl", "acyl", optionally substituted aryl sulfonyl (for 
example alkyloxyphenyl sulfonyl) alkylsulfonyl, carbamoyl and the like. 

In this specification, hydroxy, alkoxy, "alkyl", "aralkyl", "acyl", optionally substituted aryl sulfonyl (for 
example alkyloxyphenyl sulfonyl) alkylsulfonyl, carbamoyl and the like are nominated as example of 
substituent in "optionally substituted imino". 

For example, "optionally substituted imino", imino, hydroxyimino (oxime), methylimino, ethyl imino, 
dimethyl imino, benzyl imino, benzoyloxy imino, benzoyl imino, acetylimino, propionyl imino, tert 
butoxy carbonyl imino, methylsulfonyl imino, 4-methoxyphenyl sulfonyl imino and the like are 
nominated. 

Imino in particular, methylimino, dimethyl imino, diethyl imino, acetylimino are preferred. 

In this specification, as "optionally substituted amidino", it states with-C(=NH)NH2 radical, and 
substituent is similar to it in case of "alkyl" named aforesaid "optionally substituted" in "optionally 
substituted amidino", and nitrogen atom of an any may be substituted. 

In this specification, for example, as the "saturated or unsaturated alicyclic hydrocarbon group which 
may be substituted", cycloalkyl, cycloalkenyl, cycloalkynyl, cycloalka dienyl and the like are nominated. 

As example of the aforesaid cycloalkyl group, for example, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, cyclooctyl, bicyclo[2-2.1] heptyl, bicyclo[2.2.2] octyl, bicyclo[3.2.1] octyl, 
bicyclo[3.2.2] nonyl, bicycio[3.3.1] nonyl, bicyclo[4.2.1] nonyl, 3-20C cycloalkyl group and the like 
such as for example bicyclo[4.3.1] decyl, adamantyl and the like are nominated. 

As example of the aforesaid cycloalkenyl group, for example, and cycloalkenyl group and the like of 4- 
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20C is nominated such as 2-cyclopentyl-l-yl, 3-cyclopenten-l-yl , 2-cyclohexen-l-yI , carbon number 
such as for example 3-cyclohexen-l-yl and the like. 

As example of the aforesaid cycloalka dienyl group, for example, cycloalka dienyl group and the like of 
4-20C is nominated such as 2,4-cyclopentadien-l-yl , 2,4-cycIohexa dien-l-yl , carbon number such as 
for example 2,5-cycIohexa dien-l-yl and the like. 

In this specification, for example, as "optionally substituted aryl", 6-20C aryl group and the like such as 
for example phenyl, indenyl, naphthyl, (1-naphthyl, 2-naphthyl and the like), anthryl, phenanthryl, 
acenaphthylenyl, fluorenyl (9-fluorenyl, 1-fluorenyl and the like) or the like is nominated. 

(substituted). Aryl includes both of unsubstituted aryl and substituted aryl. 

2-, 3-, or 4-fluoro wherein, for example as substituent and site of substitution of benzene ring of 
"optionally substituted phenyl", 2-, 3-, or 4-bromo = 2-, 3-, or 4-chIoro, 2-, 3-, or 4-iodo, 2-, 3-, or 4- 
methyl, 2,3-, 2,4- or 2,5-dimethyl, 2,6-, 3,4- or 3,5-dimethyl, 2,3,4-, 2,3,5-, 2,3,6-, 2,4,5-, 2,4,6- or 

3.4.5- trimethyl. 

The combination that is substituent of 2-, 3-, or 4-ethyl, 2-, 3-, or 4-propyl, 2-, 3-, or 4- 
trifluoromethyl, 2,3-= 2-, 3-, or 4-methoxy, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-dimethoxy, 2,3,4-, 2,3,5-, 

2.3.6- , 2,4,5-, 2,4,6- or 3,4,5-trimethoxy, 2-, 3-, or 4-ethoxy, 2-, 3-, or 4-propoxy, 2-, 3-, or 4- 
trifluoromethoxy, 2-, 3-, or 4-cyanogen, 2-, 3-, or 4-nitro and these and arbitrary possible of site of 
substitution is nominated. 

In this specification, aromatic fused heterocycle group or non aromatic monocyclic heterocyclic group 
and the like which oxygen, sulfur, heterocyclic group containing 1 heteroatom at least of nitrogen are 
meant as atom constituting ring system as heterocyclic group of "the heterocyclic group which may be 
substituted", and have tricyclic characteristics or for example aromatic monocyclic heterocyclic group, 2 
bamboo blind is nominated. 

As embodiment of monocyclic heterocyclic group thereof, for example, fury!, thienyi, pyronyl, 
oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, imidazolyl, pyrazolyl, 1,2,3-oxadiazolyl, 1,3,4-oxadiazolyl, 
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furazanyl, 1,2,3-thiadiazolyl, 1 ,2,4-thiadiazolyl, 1 ,3,4-thiadiazolyl, 1 ,2,3-triazoly I, 1 ,2,4-triazoIyK 
tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl, triazinyl, quinolyl, piperazinyl, piperidinyl, 
pyrrolidinyl and the like are nominated. 

Moreover, for example, as embodiment of aromatic fused heterocycle group having dicyclic or tricyclic 
characteristics thereof, benzofuranyl, the isobenzofuranyl, benzo (b) thienyl, indolyl, isoindolyl, 1H- 
indazolyl, benzimidazolyl, benzoxazolyl, 1,2-benzo isoxazolyl, benzothiazolyl, 1,2-benzo isothiazolyl, 
lH-benzotriazolyl, quinolyl, isoquinolyl, cinnonyl, quinazolinyl, quinoxalinyl, phthalidinyl, 
naphthyridinyl, purinyl, pteridinyl, carbazolyl, alpha-carbolinyl, beta-carbolinyl, gamma-carbolinyl, 
acridinyl, phenoxazinyl, phenothiazinyl, phenazinyl, phenoxathienyl, thianthrenyl, phenathridinyl (sic), 
phenathrolinyl (sic), indolizinyl, pyrrolo (1,2-b) pyridazinyl, pyrazolo (1,5-a) pyridyl, imidazo (I,2-a) 
pyridyl, imidazo (1,5-a) pyridyl, imidazo (1,2-b) pyridazinyl, imidazo (1,2-a) pyrimidinyl, 1,2,4-triazolo 
(4,3-a) pyridyl, 1,2,4-triazolo (4,3-a) pyridazinyl and the like are nominated. 

Below, as preferred heterocyclic group, examples comprise compounds of formula wherein one of the 
hydrogens is missing. 

6 O O O i> 6 6 6 O 

0 0 0" 6 0 o 

CO CO CO CO CC-» 
00 co 00 CO 

coo coo 6 

H 

Wherein, it is the arbitrary position which is chemically possible, and deficiency position of hydrogen 
obtains it, and there may be it on aromatic ring, and there may be it on non aromatic ring. 
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More preferably, it is 5-7 membered N atom containing non-aromatic ring and for example, is 
piperazinyl, piperidinyl or pyrrol idinyl. 

In this specification, in an embodiment, as the "heterocyclic oxy which may be substituted", group and 
the like represented with formula R160- (wherein, R16 denotes optionally substituted heterocyclic 
group) is nominated. 

As the aforesaid "saturated or unsaturated alicyclic hydrocarbon group which may be substituted", 
"optionally substituted aryl", preferred example of substituent of "the heterocyclic group which may be 
substituted", for example optionally substituted lower alkyl, optionally substituted lower alkenyl, 
optionally substituted lower alkynyl, halogen, hydroxy, optionally substituted lower alkoxy, optionally 
substituted aryloxy, optionally substituted monosubstituted carbonyl oxy, optionally substituted 
carbamoyl, diazo, cyanogen, optionally substituted amino, optionally substituted imino, optionally 
substituted amidine, azide, nitro, two thoron, mercapto, optionally substituted monosubstituted thio, 
optionally substituted monosubstituted thio oxy, optionally substituted monosubstituted sulphinyl, 
optionally substituted substituted sulfonyl, sulfo, optionally substituted saturated or unsaturated alicyclic 
hydrocarbon group, optionally substituted aryl, optionally substituted heterocyclic group, optionally 
substituted heterocyclic oxy, optionally substituted acyl and tri substituted silyl and the like are 
nominated. 

If there is substituent, number thereof is 1-3, preferably 1. 
Position of substituent is not restricted in particular. 

It is lower alkyl substituted by hydroxy, lower alkyl, lower alkoxy, lower alkenyloxy, lower alkyl 
carbonyl oxy or hydroxy, lower alkoxy or lower alkyl carbonyl group that is preferred in the aforesaid 
substituent. 

Is aforesaid ||, as "preferred example of lower alkyl carbonyl j, lower alkyl thereof is the aforesaid 
definition and identical". However, for example, acetyl, propionyl, butyryl, isobutyryl, valeryl, 2-6C 
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alkanoyl group such as for example isovaleryl, pivaloyl, hexanoyl and the like are nominated. 

As preferred example of the aforesaid "lower alkoxycarbonyl", lower alkoxy thereof is the aforesaid 
definition and identical. However, for example, methoxycarbonyl, ethoxycarbonyl, n-propoxy carbonyl, 
2-7C alkoxycarbonyl group such as for example n-butoxy carbonyl and the like are nominated. 

It is just what the roller was described as term of substituent of the "aliphatic hydrocarbon group which 
might be substituted" when it was meant of substituent except it. 

In this specification, in an embodiment, as the "monosubstituted thio which may be substituted", group 
and the like represented with formula R17S- (wherein, R17 denotes optionally substituted hydrocarbon 
group or heterocyclic group) is nominated. 

As ideal "??? thio", for example, monosubstituted thio group of carbon number 1-6 such as for example 
methylthio, ethylthio, propylthio, isopropylthio, butyl thio, isobutyl thio, neo butyl thio, t-butylthio, 
pentyl thio, hexyl thio and the like are nominated. 

In this specification, in an embodiment, as the "monosubstituted thio oxy which may be substituted", 
group and the like represented with formula R18SO- (wherein, R18 denotes optionally substituted 
hydrocarbon group or heterocyclic group) is nominated. 

In this specification, in an embodiment, as the "monosubstituted sulfonic acid which may be substituted", 
group and the like represented with formula R19S(0)2- (wherein, R19 denotes optionally substituted 
hydrocarbon group or heterocyclic group) is nominated. 

In an embodiment, as the "monosubstituted sulphinic acid which may be substituted", group and the like 
represented with formula R20S(O)- (wherein, R20 denotes optionally substituted hydrocarbon group or 
heterocyclic group) is nominated. 

In this specification, it is As in "hydrocarbon group or the heterocyclic group which may be substituted" 
represented by R17-R20, "hydrocarbon group", alicyclic hydrocarbon group which branched or straight 
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chain aliphatic hydrocarbon group (alkyl, alkenyl, alkynyl group or the like) and the like are nominated 
as acyclic group, and is saturated or unsaturated as cyclic group moiety (cycloalkyl, cycloalkenyl, 
cycloalka dienyl group or the like), aryl group and the like are nominated. 

The one which is same it was exemplified in the aliphatic hydrocarbon group which might make 
monosubstituted as example of alkyl, alkenyl, alkynyl group of the aforesaid "hydrocarbon group" is 
nominated. 

The one which is same it was exemplified in substituent of the "aliphatic hydrocarbon group which might 
be substituted" as example of cycloalkyl, cycloalkenyl, cycloalka dienyl group of the aforesaid 
"hydrocarbon group" is nominated. 

As example of aryl group of the aforesaid "hydrocarbon group", for example, 6-20C aryl group and the 
like such as for example phenyl, indenyl, naphthyl, (1-naphthyl, 2-naphthyl and the like), anthryl, 
phenanthryl, acenaphthylenyl, fluorenyl (9-fluorenyl, 1-fluorenyl and the like) or the like is nominated. 

Oxygen, sulfur, aromatic fused heterocycle group and the like which heterocyclic group containing 1 
heteroatom is meant and is preferably at least heteroaromatic ring group, and have for example aromatic 
monocyclic heterocyclic group, dicyclic or tricyclic characteristics of nitrogen are nominated as atom 
constituting ring system as "heterocyclic group" in the aforesaid "hydrocarbon group or heterocyclic 
group which may be substituted". 

As embodiment of monocyclic heterocyclic group thereof, for example, furyl, thienyl, pyronyl, 
oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, imidazolyl, pyrazolyl, 1,2,3-oxadiazoIyl, 1,3,4-oxadiazolyl, 
furazanyl, 1 ,2,3-thiadiazolyl, 1 ,2,4-thiadiazolyI, 1 ,3,4-thiadiazolyl, 1 ,2,3-triazolyl, 1 ,2,4-triazolyl, 
tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl, triazinyl, quinolyl and the like are nominated. 

Moreover, for example, as embodiment of aromatic fused heterocycle group having dicyclic or tricyclic 
characteristics thereof, benzofuranyl, the isobenzofuranyl, benzo (b) thienyl, indolyl, isoindolyl, 1H- 
indazolyl, benzimidazolyl, benzoxazolyl, 1,2-benzo isoxazolyl, benzothiazolyl, 1,2-benzo isothiazolyl, 
lH-benzotriazolyi, quinolyl, isoquinolyl, cinnonyl, quinazolinyl, quinoxaiinyl, phthalidinyl, 
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naphthyridinyl, purinyl, pteridinyl, carbazolyl, alpha-carbolinyl, beta-carbolinyl, gamma-carbolinyl, 
acridinyl, phenoxazinyl, phenothiazinyl, phenazinyl, phenoxathienyl, thianthrenyl, phenathridinyl (sic), 
phenathrolinyl (sic), indolizinyl, pyrrolo (1,2-b) pyridazinyl, pyrazolo (1,5-a) pyridyl, imidazo (1,2-a) 
pyridyl, imidazo (1,5-a) pyridyl, imidazo (1,2-b) pyridazinyl, imidazo (1,2/ a) pyrimidinyl, 1 ,2,4-triazolo 
(4,3-a) pyridyl, 1,2,4-triazolo (4,3-a) pyridazinyl and the like are nominated. 

Wherein heterocyclic group containing only oxygen atom as ring system atom, for example furyl, benzo 
(b) furyl, 2H m pyran-3-yl, isobenzofuran, 2H-chromen-3-yl , xanthenyl, chromanyl, isochromanyl, 
2H-S mouth (3,2-b) pyran, cyclopenta (b) pyran, 2H-benzopyranyl and the like are more preferred. 

As substituent of the aforesaid "hydrocarbon group or heterocyclic group which may be substituted", the 
"saturated or unsaturated alicyclic hydrocarbon group which may be substituted" which is substituent of 
the "aliphatic hydrocarbon group which may be substituted", "optionally substituted aryl" and group same 
as substituent of "the heterocyclic group which may be substituted" are nominated. 

As preferred embodiment of the "aliphatic hydrocarbon group which may be substituted", for example, in 
addition to the following in particular preferred embodiment, isopentenyl, 2-hydroxy-3-methyl-butyl, 3- 
hydroxy-2-phenyIpropyl, 3-(2,4-dihydroxyphenyl carbonyl) butyl, 2-methoxy-3-methy 1-butyl, 3 - 
methoxy-2-phenyIpropyl, 2-(2-butenyloxy)-3-methy!-butyl, 3-(2,4-dihydroxyphenyl) propyl, 3-(2,4- 
dimethoxyphenyl carbonyl) butyl, 2-hydroxy-butyl, 2-hydroxy-3-methyl-pentyI, 2-methoxy-butyl, 2- 
methoxy-3-methyl-pentyl and the like are nominated. 

As in particular preferred embodiment of the "aliphatic hydrocarbon group which may be substituted", 
for example, methyl, ethyl, n-propyl, 1 -propyl, n-butyl, 1-butyl, n-pentyl, 3-methyl butyl, 2,2-dimethyl 
propyl, n-hexyl, 3-methyl butyl, 4-methyl pentyl, n-heptyl, n-octyl, n-nonyl, tetrahydrogeranyl, n- 
decyl, n-pentadecyl, trifluoromethyl, 2-propenyl, 2-butenyI, 3-butenyl, 2-ethyl-l-butenyl, 3-methyl-2- 
butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, geranyl, 2-propynyl (SS$$$$), 2-butenyl and the like are 
nominated. 

In this specification, "notation" (*) shows presence of asymmetric carbon, and the R body which is 
stereoisomer, S body or any of mixture thereof is shown. 
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In the compound of this invention, various stereoisomer can be present, but both thereof are contained 
in $ compound of this invention. 

Moreover, when geometric isomer is present, it may be any of cis or trans. 

In this specification, hydroxy, Me are carbinyl, and ethyl, 1-Pr are isopropyl, and TBS is tertm 
butyldimethylsilyl, and, as for H, as for hydrogen, OH, as for Et, SEM denotes 2-(trimethylsilyl) 
ethoxymethyl. 

Bzl is benzil, and Me is carbinyl, and Ph is phenyl, and MOM is methoxymethyl, and TMS is 
trimethylsilyl, and straight chain hexyloxy, Ts are p-toluenesulfonyl, and TBDPS is tert-butyl diphenyl 
silyl, and But is tert-butyl, and iPr is isopropyl, and, as for prenyl, as for prenyl group (3-methyl-2- 
butenyl group), prenyloxy, as for prenyl oxy, "OC6H, one c", as for cyclohexyl oxy, "OC6H, 1-n", 
plcolyloxy denotes picoryl oxy. 

Moreover. "2" shows that is disubstituted. 

(substituted), (substituted) is used in alkyl, (substituted) aryl or the like in order to show both of 
unsubstituted although functional group thereof is substituted. 

Compound containing alpha hydrogen to substituent of this invention contains following tautomer. 
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These tautomers are contained in this invention. 

Compounds of this invention (la) is preferably compound (1) and is more preferably compound (I-l). 
In compound (la),Rla is preferably optionally substituted carbamoyl and is more preferably CONRIR2. 
R2a is preferably hydrogen. 

In compound (la), when Rla, R2a, R3-R5 link together by an each arbitrary combination, and ring 
structure is formed, said ring includes the preferably aforesaid heterocycle which may be substituted and 
optionally substituted hydrocarbon ring and is 5-7 membered ring. 

When the Practical Embodiment of 1 of this invention was shown with aforesaid formulae (1), Rl is 
hydrogen. 

R2 is optionally substituted aryl. 

R3 is hydrogen or the amino which may be substituted and R4 is hydrogen. 
R5 is the compound which is optionally substituted aryl. 

When the preferred Practical Embodiment of this invention was shown with aforesaid formulae (1), Rl 
is hydrogen. 

It is the aryl which R2 may be substituted by substituent more than 1 or 2 which is selected from the 
group which comprised optionally substituted heterocyclic group, lower alkyl carbonyl, cycloalkyl, lower 
alkyl optionally substituted amino and phenyl. 

R3 is hydrogen or the amino which may be substituted and R4 is hydrogen. 

R5 is the compound which is the aryl which may be substituted by the substituent which is selected from 
the group which comprised halogen, halogenation lower alkyl, aryl lower alkyl oxy, lower alkyl, lower 
alkoxy, hydroxy, lower alkyl thio, phenyl, phenyloxy, phenyl lower alkyl, phenyl lower alkyl oxy, 
phenyl lower alkyl amino, phenyl lower alkyl thio, phenyl lower alkenyl, phenylcarbamoyl, amino, 
cycloalkyl lower alkyl oxy and heteroaryl lower alkyl oxy. 
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When the more preferred Practical Embodiment of this invention was shown with aforesaid formulae 
(1), it is comprise the following. Rl is hydrogen. 

R2 is phenyl substituted by substituent more than 1 or 2 which was selected from the group which 
comprised optionally substituted heterocyclic group, lower alkyl carbonyl, cycloalkyl, lower alkyl 
optionally substituted amino and phenyl. 

R3 is hydrogen or the amino which may be substituted and R4 is hydrogen. 

R5 is phenyl substituted by the substituent which was selected from the group which comprised halogen, 
halogenation lower alkyl, aryl lower alkyl oxy, lower alkyl, lower alkoxy, hydroxy, lower alkyl thio, 
phenyl, phenyloxy, phenyl lower alkyl, phenyl lower alkyl amino, phenyl lower alkyl thio, phenyl lower 
alkenyl, phenylcarbamoyl, amino, cycloalkyl lower alkyl oxy and heteroaryl lower alkyl oxy. 

In the aforesaid Practical Embodiment,R2 is preferably phenyl substituted by optionally substituted 
heterocyclic group and is more preferably phenyl substituted by optionally substituted 5-7 membered N 
atom containing non-aromatic aliphatic heterocyclic group (example = piperazine, piperidine, 
pyrrol idino) . 

In this case, substituent of "optionally substituted" can be present in arbitrary position on heterocyclic 
and/or phenyl. 

In R3 (, ). Substituent is lower alkylene which preferably heteroatom may exist among (example =-CH2~ 
CH2-CH2-CH2-, -CH2-CH2-CO-CH2-CH2-), mono or dilower alkyl optionally substituted phenyl in 
optionally substituted amino (substituent = halogen and the like). 

When the more preferred Practical Embodiment of this invention was shown with aforesaid formulae 
(1). A compound wherein, Rl is hydrogen. 

R2 is selected from the group which comprised optionally substituted 2-, 3- and 4-piperazino phenyl, 
optionally substituted 2-, 3- and 4-pyrrolidino phenyl and optionally substituted 2-, 3- and 4-piperidino 
phenyl and R3 is hydrogen and R4 is hydrogen. 

R5 is phenyl substituted by the substituent which was selected from the group which comprised halogen, 
halogenation lower alkyl lower alkyl, lower alkoxy, hydroxy, lower alkyl thio, phenyl, phenyloxy, 
phenyl lower alkyl, phenyl lower alkyl oxy, phenyl lower alkyl amino, phenyl lower alkyl thio, phenyl 
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lower alkenyl, phenylcarbamoyl, amino, cycloalkyl lower alky! oxy and heteroaryl lower alkyl oxy. 

As "salt" of the target compound of this invention, the salt which is pharmacologically acceptable is 
preferred, and salt of for example inorganic base, salt of organic base, salt of inorganic acid, salt of 
organic acid, basicity or or the like of acidic amino salt is nominated. 

As salt of inorganic base, alkali metal salt such as sodium salt, potassium salt or the like, alkaline earth 
metal salt such as calcium salt, magnesium salt, barium salt or the like and aluminium salt, ammonium 
salt or the like are nominated. 

As salt of organic base, salt such as trimethylamine, triethylamine, pyridine, picoline, ethanolamine, 
diethanolamine, triethanolamine, dicyclohexylamine, N, N'-dibenzylethylenediamine or the like is 
nominated. 

As salt of inorganic acid, salt such as hydrochloric acid, hydrofluoric acid, hydrobromic acid, nitric acid, 
sulphuric acid, phosphoric acid, perchloric acid, hydroiodic acid or the like is nominated. 

As salt of organic acid, formic acid, acetic acid, trifluoroacetic acid, fumaric acid, oxalic acid, tartaric 
acid, maleic acid, citric acid, succinic acid, malic acid, mandelic acid, ascorbic acid, lactic acid, gluconic 
acid, methanesulfonic acid, salt such as p-toluenesulfonic acid, benzenesulfonic acid or the like are 
nominated. 

As salt of basic amino acid, salt such as arginine, lysine, ornithine or the like is nominated, and, as salt of 
acidic amino acid, salt such as aspartic acid, glutamic acid or the like is nominated. 

The compound of this invention containing one or more chiral center can exist as optically active 
substance. 

In the same way said compound alkenyl or alkenylene being including it, cis and probability of trans 
isomer are present. 
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Mixture of R- and S-isomer including R- and S-isomer, mixture and racemic mixture of cis and trans 
isomer is included by range of this invention. 

Asymmetric carbon atom can be present with substituent such as alkyl group. 

All the such isomers are included in the same way as in mixtures thereof in this invention. 

When specific stereoisomer is desired, it is produced using process to separate using well known method 
after starting material containing asymmetric center separated beforehand is produced using well known 
method to a person skilled in the art submitting to it to stereospecific reaction or being produced mixture 
of stereoisomer. 

Prodrug is the compound which it is derivative of compound having NAD(P) H oxidase inhibiting 
activity to contain chemical or the group which can be metabolically decomposed, and comprise 
pharmacologically active compound in in-vivo under physiological condition by solvolysis. 

Derivative of said compound has activity in both of acid derivative or base derivative. However, acid 
derivative is useful in solubility, tissue connectivity, release regulation in hoof milk species life (Bungard, 
H, Design of Prodrugs, pp. 7-9,2 l-24,Elsevler, Amsterdaml985). 

For example, prodrug including acidic derivative such as amide to be produced because the acidic 
compound which is comprised and ester to be produced by reacting suitable alcohol react acidic 
compound and the suitable amine that it is been made into, too is well-known to a person skilled in the 
art. 

Ester of aromatic is preferred prodrug whether it is the aliphatic which is simple derivitised from the 
acidic group which said compound is containing. 

More preferably it is C1-C6 alkyl ester (for example methyl ester, ethyl ester, n-propyl ester, 
isopropylester, n-butyl ester, isobutyl ester, tert-butyl ester) morpholinoethyl ester and N,N-diethyl 
glycol amide ester of acidic group. 
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The prodrug which is methyl ester can be produced by the reaction of the sodium salt of compound 
represented by for example general formula (la) with methyl iodide (can be acquired from Aldrich 
Chemical Co, Milwaukee, Wisconsin USA; product number No. 28, 956-6) (in solvent such as for 
example dimethylformamide and the like). 

The prodrug which is ethyl ester can be produced by the reaction of the sodium salt of compound 
represented by for example general formula (la) with ethyl iodide (can be acquired from Aldrich Chemical 
Co, Milwaukee, Wisconsin USA; product number No. 1-778-0) (in solvent such as for example 
dimethylformamide and the like). 

The prodrug which is N,N-diethyl glycol amide ester can be produced by the reaction of the sodium salt 
of compound represented by general formula (la) with 2-chloro-N,N-diethylacetamide (can be acquired 
from Aldrich Chemical Co, Milwaukee, Wisconsin USA; product number No. 25, 099-6) (in solvent such 
as for example dimethylformamide and the like). 

The prodrug which is he morpholinoethyl ester can be produced by the reaction of the sodium salt of 
compound represented by general formula (la) with 4-(2-chloroethyl) morpholine hydrochloride (can be 
acquired from Aldrich Chemical CO, Milwaukee, Wisconsin USA; product number No.C4,220-3) (in 
solvent such as for example dimethylformamide and the like). 

Depending on the situation, a double ester form prodrug such as (acyl oxy) alkyl ester or 
((alkoxycarbonyl)oxy) alkyl ester can be produced. 

In this specification, the comprising term which "pharmacologically acceptable" is mixed with other 
component in formulation, and that it is not adverse is meant for recipient. 

As "solventate" of the target compound of this invention, hydrate and alcohol ?? are exemplified, and 
hydrate is preferred, and moreover hydrate salt is included, and in an embodiment monohydrate, 
dihydrate, hexahydrate and the like are nominated. 
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As composition, medicinal composition (quasi drug is included), animal drug (animal industry drug, 
veterinarian drug, fisheries drug or the like) composition and the like are nominated. 

In other words, in a person and animal, as NAD(P)H inhibitor, or it is useful as diagnostic agent checking 
a disease to be related to NAD(P) H. 

In the disease that it can be dealt using a composition of this invention, inflammation, disturbance of 
pulmonary circulation, ischemic cardiac disease (for example coronary artery disease) menses circulatory 
disease (for example brain edema, cerebral infarction) arteriosclerosis (for example atherosclerosis) 
diabetes mellitus complication, hypertension, proliferation associated disease and the like are nominated. 

General preparation method of medicinal composition below of this invention is shown. 

The compound of this invention combines it with carrier permitted by pharmacological, and 
administration can be carried out orally or aorally as solid formulation such as for example tablet, 
encapsulated formulation, granule, powder, dusting powder, bougie or liquid formulation such as for 
example syrup, injection, suspending agent, solvent, spray agent. 

As pharmacologically permitted carrier, solvent, solubilizer, suspending agent, isotonizing agent, buffer 
agent, analgesic and the like are nominated in liquid formulation excipient, lubricant, binding agent, 
disintegrating agent, collapse inhibitor, absorption accelerating agent, adsorbent, lagging material, 
solubilizer, stabilising agent in solid formulation. 

Moreover. $ can be used. 

And a composition of this invention can be formulated substance containing NAD(P) H inhibition 
except this invention. 

As administration pathway of aoral, intravenous injection, intramuscular injection, transnasal, $$,-oma 
and percutaneous and the like are nominated. 
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In solid formulation, as excipient, for example, glucose, lactose, sucrose, D-mannitoK crystalline 
cellulose, starch, calcium carbonate, light anhydrous silicic acid, sodium chloride, kaolin and urea and the 
like are nominated. 

In solid formulation, as lubricant, for example, magnesium stearate, calcium stearate, boric acid powder, 
colloidal silicic acid, talc and polyethyleneglycol and the like are nominated. 

In solid formulation, as binding agent, for example, water, ethanol, propanol, refined sugar, D-mannitol, 
crystalline cellulose, dextrin, methyl cellulose, hydroxypropylcellulose, hydroxypropyl methyl cellulose, 
carboxymethylcellulose, starch solution, gelatin solution, polyvinylpyrrolidone, calcium phosphate, 
potassium phosphate and shellac and the like are nominated. 

In solid formulation, as disintegrating agent, for example, starch, carboxymethylcellulose, 
carboxymethylcellulose calcium, agar powder, end of lamina orchid, crosscarmellose sodium, 
carboxymethyl starch sodium, sodium alginate, sodium bicarbonate, calcium carbonate, polyoxyethylene 
sorbitan fatty acid ester species, sodium lauryl sulfate, starch, stearic acid monoglyceride, lactose and 
calcium carboxymethyl cellulose and the like are nominated. 

As ideal example of inhibitor collapsing in solid formulation, hydrogenation oil, SS, stearin, cacao butter 
and hardened oil and the like are nominated. 

In solid formulation, as absorption accelerating agent, for example, quaternary ammonium salt group 
species and sodium lauryl sulfate and the like are nominated. 

In solid formulation, as adsorbent, for example, starch, lactose, kaolin, bentonite and colloidal silicic acid 
and the like are nominated. 

In solid formulation, as lagging material, for example, glycerol, starch and the like are nominated. 

In solid formulation, as solubilizer, for example, arginine, glutamic acid, aspartic acid and the like are 
nominated. 
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In solid formulation, as stabilising agent, for example, human serum albumin, lactose and the like are 
nominated. 

It may be coated with tablet, when preparing pill or the like, film of in accordance with requirements 
stomach or enteric canal soluble substance (refined sugar, gelatin, hydroxypropylceilulose, 
hydroxypropyl methyl cellulose phthalate and the like) as solid formulation. 

To tablet, the tablet which was carried out ordinary agent coating in accordance with requirements, for 
example sugar coated tablet, gelatin encapsulation tablet, $$$$, film coatings tablet or double tablet, 
multilayer tablet are included. 

Hard capsule and soft capsule are included to encapsulated formulation. 

When, above-mentioned to form to a form of a bougie can be added for example higher alcohol, esters 
of higher alcohol, semi-synthetic glyceride and the like besides listed additive. 

In liquid formulation as ideal example of solvent, water used for injection, alcohol, propylene glycol, 
macrogol, sesame oil and maize oil and the like are nominated. 

In liquid formulation as ideal example of solubilizer, polyethyleneglycol, propylene glycol, D-rriannitol, 
benzyl benzoate, ethanol, Tris aminomethane, cholesterol, triethanolamine, sodium carbonate and 
sodium citrate and the like are nominated. 

In liquid formulation as ideal example of suspending agent, detergent such as for example stearyl 
triethanolamine, sodium lauryl sulfate, lauryl amino propionic acid, lecithin, benzalkonium chloride, 
benzethonium chloride, glyceryl monostearate and the like, hydrophilic macromolecule and the like such 
as for example for example polyvinyl alcohol, polyvinylpyrrolidone, carboxymethylcellulose sodium, 
methyl cellulose, hydroxymethyl cellulose, hydroxyethyl cellulose, hydroxyethyl cellulose, 
hydroxypropylceilulose and the like are nominated. 
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In liquid formulation as ideal example of isotonizing agent, sodium chloride, glycerol, D-mannitol and 
the like are nominated. 

In liquid formulation as ideal example of buffer agent, buffer and the like such as for example phosphate, 
acetate, carbonate and citrate or the like is nominated. 

In liquid formulation as ideal example of bad malignant transformation medicine, benzyl alcohol, 
benzalkonium chloride and procaine hydrochloride and the like are nominated. 

In liquid formulation as ideal example of preservatives, parahydroxybenzoic acid esters, chlorobutanol, 
benzyl alcohol, 2-phenylethyl alcohol, dehydroacetic acid, SSSS acid and the like are nominated. 

In liquid formulation as ideal example of anti-oxidant, sulfite, ascorbic acid, alpha-tocopherol and 
cysteine and the like are nominated. 

It is preferred when, liquid agent and the suspending agent which are prepared as injection are sterilized 
and to be isotonic with blood. 

Usually these are sterilised by filtration using bacteria retaining filter and the like, compound of fungicide 
or irradiation. 

After these treatments, solid is formed using process such as for example lyophilization or the like 
furthermore, and use immediately beforehand sterile water or sterile injectable diluent (hydrochloric acid 
lidocaine aqueous solution, physiological saline, dextrose aqueous solution, ethanol or mixed solution or 
the like of these) may be added. 

Moreover, $ $, medicinal composition may include other agent to the dwarf who is L coloring agent, 
preservative, flavor, taste and flavouring agents, edulcorant if they are requirements. 

In this specification, that medicinal composition including as compound of this invention or it is 
combined and administered with other therapeutic agent with alone is meant "if [subj] administer". 
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For example, it is separate, but, as for the combination, ors simultaneously simultaneously run side by 
side as mixture. 

It can be administered with a thing of S consecutively S. 

Including and combined agent are separates, but moreover the procedure that it is been simultaneously 
(case through the vein line which for example, is separate to equal individual) administered includes the 
presentation which this is alike in the agent which was made to grapple together as therapy mixture, and 
is $$$, too. 

Firstly "combination" administration is given, and continuing that it administers to separate by 1 of 
compound or agent given to 2 is included furthermore. 

In this specification, as "administers NAD(P)H oxidase inhibitor before a sign of disease to be related to 
NAD(P)H is found". For example, that NAD(P) H oxidase inhibitor is administered as above to anterior 
than a point in time that condition of disease to be related to aforesaid such that NAD(P)H or a sign is 
confirmed by diagnosis of medical doctor or each patient is aware of is meant. 

In this specification, as "hypertension", there is meant associated disease requiring administration in 
mammal by acceleration properties hypertension, suprarenal hypertension, benign hypertension, 
borderline type hypertension, essential hypertension, ????? hypertension, idiopathy hypertension, labile 
hypertension, bad hypertension, $$$ hypertension, ?????????????????, post partum hypertension, 
primary hypertension, pulmonary hypertension, renal hypertension, renovascular hypertension, 
secondary hypertension, curative effective amount of the compound represented by general formula (la) 
of sufficient amount though or systemic venous hypertension or NAD(P)H oxidase is hindered. 

In this specification, as "diabetic complication", there is meant associated disease requiring 
administration to mammalian organisms by curative effective amount of compound represented by 
general formula (la) of sufficient amount, to hinder diabetic nephropathy, diabetic SSSSSSS, or diabetic 
retinopathy or NAD(P)H oxidase. 
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In this specification, as "arteriosclerosis", there is meant associated disease requiring administration to 
mammalian organisms by coronary artery hardening, hypertrophic arteriosclerosis, hypertensive 
arteriosclerosis, artery tunica media hardening, SSSSSS arteriosclerosis, nodosity arteriosclerosis, 
occlusive arteriosclerosis, peripheral arteriosclerosis, curative effective amount of the compound 
represented by general formula (la) of sufficient amount though or senile arteriosclerosis or NAD(P)H 
oxidase is hindered. 

In this specification, as "coronary artery disease", there is meant associated disease requiring 
administration to mammalian organisms by curative effective amount of the compound represented by 
general formula (la) of sufficient amount though angina pectoris, coronary artery cancer, coronary 
artery hardening, coronary artery thrombosis, coronary artery vasospasm, cardiac infarction, or 
myocardium stun or NAD(P)H oxidase is hindered. 

In this specification, as "cerebral apoplexy", there is meant associated disease requiring administration in 
mammal by curative effective amount of the compound represented by general formula (la) of sufficient 
amount though bleeding in hypertensive brain, cerebral infarction, transient ischemia attack, or spider 
submembranous bleeding or NAD(P)H oxidase is hindered. 

In this specification, as an "ischemic disease" , there is meant associated disease requiring administration 
to mammalian organisms by curative effective amount of the compound represented by general formula 
(la) of sufficient amount though cardiac infarction, or attack or NAD(P)H oxidase is hindered. 

In this specification, as "neurodegeneration is damaged", there is meant associated disease requiring 
administration to mammalian organisms by curative effective amount of the compound represented by 
general formula (la) of sufficient amount though disease or NAD(P)H oxidase related to before 
Alzheimer's disease, Parkinson's disease, the amyotrophic side bare sclerosis, pigmented retinitis, 
cerebellum modified brain tumor, or is hindered. 

In this specification, with "disturbance of pulmonary circulation", there is meant associated disease 
requiring administration to anterior milk animal by curative effective amount of the compound 
represented by general formula (la) of sufficient amount though pulmonary artery thrombus, embolism, 



©Rising Sun Communications Ltd. 



hup:.- www. risinu.Miu.co.uk 



49 

WO03/91256 Caution: Translation Standard is 

Lightly Edited Machine Translation 

pulmonary edema, pulmonary hypertension, or chronic cor pulmonale or NAD(P)H oxidase is hindered. 

In this specification, as "nephritis", there is meant associated disease requiring administration to crest 
milk animal by immune complex glomerulonephritis, glomerulonephritis, immunity relation 
glomerulonephritis (for example proliferative glomerulonephritis) chronic glomerulonephritis, curative 
effective amount of the compound represented by general formula (la) of sufficient amount though or 
proliferative glomerulonephritis or NAD(P)H oxidase is hindered. 

In this specification, as "arthritis", there is meant associated disease requiring administration to 
mammalian organisms by curative effective amount of the compound represented by general formula (la) 
of sufficient amount though acute rheumatic arthritis, chronic rheumatism, Chlamydia arthritis, chronic 
absorbable arthritis, chyle arthritis, arthritis on the basis of bowel disease, filarial arthritis, $$$ arthritis, 
$$$ arthritis, $$$$ arthritis, hypertrophic arthritis, juvenile arthritis, juvenile chronic arthritis, lime 
arthritis, neonatal arthritis of foals, nodosity arthritis, ochronotic arthritis, psoriatic arthritis, or 
pyogenic arthritis or NAD(P)H oxidase is hindered. 

In this specification, as an "inflammatory disease", there is meant associated disease requiring 
administration in mammals by curative effective amount of the compound represented by general 
formula (la) of sufficient amount though inflammatory enteric disease, septicemia, septicemia shock, 
adult respiration distress syndrome, pancreatitis are hindered. Shock caused by trauma, bronchial asthma, 
allergic rhinitis, rheumatoid arthritis, chronic rheumatism, arteriosclerosis, bleeding in brain, cerebral 
infarction, cardiac failure, cardiac infarction symptom, psoriasis, SSSSSS, cerebral apoplexy, acute 
bronchitis, chronic bronchitis, acute bronchiolitis, chronic bronchiolitis, arthrosis deformans, gout, 
myelitis, ankylosing spondylitis, $$$$ syndrome, psoriasis arthropathy, spondylitis, young person 
arthropathy or young person ankylosing spondylitis, reactive arthropathy, infectivity arthritis or 
arthritis after infection, gonococcal arthritis, tuberculous arthropathy, viral arthritis, arthritis by fungus, 
syphilitic arthritis, Lyme disease, arthritis caused by "vasculitis syndrome". Is used repeated ly species-itis 
(tennis elbow), carpal tunnel syndrome in port of nodosity polyarteritis, hypersensitivity vasculitis, 
Luegenec granulomatosis, polymyalgia rheumatism, articulation cell rheumatism, calcium crystal 
precipitation arthropathy, false draft, non-SSS rheumatism, synovial fluid vane-itis, thigh waist-itis 
disorder (typing), mixed form of arthritis, neuropathic arthropathy disease, hemorrhagic arthropathy, 



©Rising Sun Communications Ltd. 



Imp:;* www.risinizsiin.co.uk 



50 

WO03/91256 Caution: Translation Standard is 

Lightly Edited Machine Translation 

vascular peliosis, hypertrophic osteoarthrosis, SSSSSSSSS. Arthritis caused by a specific disease, 
hemoglobin composed-sis, falciform erythrocyte disease and other hemoglobinopathy, high ribo protein- 
emia, hypo $$$$$$$-emia, parathyroid gland hyperfunction, acromegaly, familial the ground sea 
disaster, Behat disease, systemic autoimmune disease rouge are SS, disease such as or relapsing 
polychondritis or NAD(P)H oxidases. 

In this specification, with "cancer", there is meant associated disease requiring administration in mammal 
by curative effective amount of the compound represented by general formula (la) of sufficient amount 
to hinder carcinoma (for example SSSS, mucus sarcoma, liposarcoma, chondrosarcoma, osteogenic 
sarcoma, SSS, angiosarcoma, endothelium sarcoma, lymph duct sarcoma, lymph duct endothelioma, 
periosteum-oma, mesothelioma, $$$$$ tumor, leiomyosarcoma, rhabdomyosarcom or NAD(P)H 
oxidase. 

(for example lipozome, fine particle, microcapsule or the like) which is able to be used in order various 
deliveries system is common knowledge and to administer the compound of this invention. 

As introduction process, intracutaneous, intramuscular, intravenous in peritoneal cavity, subcutaneous, 
epidural in nasal cavity and oral pathway are proposed, but it is not restricted to these. 

In the compound or the composition, it can be been administered by the pathway which is arbitrary 
convenient (for example, it is passed through epithelium or layer in mucosa, and, by injection or bolus 
injection, $ is absorbed) and it can be been administered together with other biologically inert agent. 

It is systemic or topical, and administration is obtained. 

Moreover, the pathway which is arbitrary appropriate at a composition or pharmacological compound 
of this invention (injection in cerebral ventricle and injection in pith cavity are included). 
For example, as for the injection in cerebral ventricle, it can be expected what is introduced into central 
nervous system using) which it can be readily done using catheter in menses ventricle added fitting in to a 
reservoir such as Ommaya reservoir. 
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For example, moreover, by formulation using inhalator or use and aerosolize agent of nebulizer, lung 
administration can be used, too. 

Dose of the compound of this invention differs by age of SSS, body weight, symptom or administration 
method or the like, and it is not restricted in particular. However, it is O.Olmg-log and it is 0.1 mg-I g, 1 
mg-100 mg, 0.1 mg-10 mg and is preferably obtained usually per adult per day if oral administration is 
carried out. 

In case of parenteral administration, it is 0.01 mg-1 g and it is 0.01 mg-100 mg, 0.1 mg-100 mg, I mg- 
100 mg, 0.1 mg-10 mg and is preferably obtained. 

(Ideal form for Carrying Out the Invention. 

It is possible that or salts thereof or solventate thereof is readily produced using itself a well-known 
method. 

As embodiment of said process, for example following process for the production or method based on 
this is nominated. 

As preparation method of compound (la), preparation method of compound (1) is exemplified. 

It can be composed from the amine which is following compound A and arbitrary appropriate the 
compound of this invention containing in formula (1). 

Patent Claims 

1. Compound 
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R 




V-«. 



S 



(la) 



(wherein, Rla, R2a, R3-R5 each independently show hydrogen, halogen, optionally substituted lower 
alkyl, optionally substituted lower alkenyl, optionally substituted lower alkynyl, optionally substituted 
cycloalkyl, optionally substituted cycloalkenyl, optionally substituted cycloalkynyl, optionally 
substituted aryl, optionally substituted heterocyclic group, hydroxy, optionally substituted alkoxy, 
optionally substituted aryloxy, optionally substituted heterocyclic oxy, optionally substituted acyl, 
optionally substituted monosubstituted carbonyl oxy, optionally substituted carbamoyl, diazo, optionally 
substituted amidine, azide, two thoron, nitro, optionally substituted amino, optionally substituted imino, 
cyanogen, mercapto, optionally substituted monosubstituted thio, optionally substituted monosubstituted 
thio oxy, optionally substituted monosubstituted sulphinyl, optionally substituted monosubstituted 
sulfonyl, sulfo or tri substituted silyl, and Rla, R2a, R3-R5 each independently link together by an 
arbitrary combination, and it may be formed a ring structure). A prodrug thereof, a pharmaceutical^ 
acceptable salt thereof or a solventate thereof wherein. Wherein the following ten compounds are 
excluded. 



Compound wherein, Rla is cycloalkyl, halogen lower alkyl or phenyl with hydrogen, OH, lower alkyl 
carbon number of 3-8. 

R2a hydrogen, lower alkoxycarbonyl, lower alkoxy, halogen, cycloalkyl of lower alkyl 3-8 C, lower 
alkoxycarbonyl lower alkyl carboxyl, carboxy lower alkyl-CONHR6 (is phenyl or lower alkyl with R6 
containing hydrogen, halogen atom), cyanogen, phenyl with containing group selected from the group 
comprising hydroxy group, halogen atom, lower alkyl group, lower alkoxy and phenylthio group as 
substituent, phenyl lower alkyl group with containing group selected from the group comprising hydroxy 
group and lower alkoxy group as substituent on the phenyl ring, lower alkanoyl group with containing 
lower alkanoyloxy lower alkyl, benzoyl group or halogen atom, or it is hydroxy lower alkyl group with 
containing group selected from the group comprising phenyl group and halogen atom as substituent. 
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R3 is hydrogen or OH. 

R4 is hydrogen, lower alkyl, lower alkoxy lower alkyl or halogen lower alkyl. 
R5is 




and R6 is hydrogen, lower alkyl or lower alkoxy. 
(2). 

Compound wherein, Rla, R2a are each independently hydrogen, halogen, CN, alkyl, alkenyl, alkynyl, 
cycloalkyl, alkoxy, alkylthio, alkyl sulphinyl, alkyl sulphonyl, amino, alkylamino or (substituted) 
phenyls. 

R3 is (substituted) aryl or (substituted) heteroaryl 

(3) . 

Compound wherein, Rla is hydrogen, (substituted) lower alkyl cycloalkyl, thienyl, furyi, lower alkenyl or 

(substituted) phenyl 

. R2a is hydrogen or lower alkyl. 

R3 is optionally substituted amino. 

(4) . 

Compound wherein, Rla is hydrogen, alkyl, OH, 0-alkyI, halo, amino or nitro. 
R2a is 




, and X is CH, N, and nitrogen atom on ring of R2a may be substituted. 
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R3 and R5 are each independently hydrogen, alkyl, alkenyl, alkynyl, aryl, halo, OH, S heterocyclyl. 

(5) . 

Compound wherein, Rla is hydrogen, alkyl, alkoxy, OH, halo, N02 or NH2. 

R2a is hydrogen, (substituted) alkyl, cycloalkyl, alkoxy, (substituted) alkenyl, (substituted) alkynyl, 

(substituted) aryl, (substituted) heterocyclyl, alkoxy NRR, N02, OH, NH2 or (substituted) heteroaryl. 

R3 and R4 are each independently hydrogen, alkyl, aryl, cycloalkyl, OH, halo, amino, nitro. 

R5 is hydrogen, (substituted) alkyl, cycloalkyl, aryl, (substituted) heterocyclyl, halo, OH or (substituted) 

heteroaryl. 

(6) . 

Compound wherein, R2a is lower alkylene or lower alkenylene substituted by substituted acetyl or 
heterocycle. 

R3 is optionally substituted phenyl. 

(7) . 

Compound wherein, Rla, R2a are each independently hydrogen, halogen, (substituted) alkyl, (substituted) 
alkenyl, (substituted) aryl, (substituted) aralkyl, (substituted) heterocyclic group or alkylene groups same 

as. 

R3 is optionally substituted amino 

(8) . 

Rla is hydrogen, alkyl, cycloalkyl, alkoxy, -(alkyl) amino, aryl or heteroaryl. 
R2a is hydrogen, alkyl, halogen, cyanogen, hydroxy or alkoxy. 
R3 is optionally substituted amino or optionally substituted alkoxy. 
R5 is aryl. 

(9) . 

Compound wherein, Rla was substituted by group selected from the group comprising carboxy, lower 
alkoxy carboxy and substituted carbamoyl as substituent and is lower alkyl, and R2a is hydrogen. 
R3 is phenyl carbonylamino, and the said phenyl group may be substituted. 
R4 and R5 are hydrogen. 
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(10). 

(2,5-dimethylpyrazolo [1,5-a] pyrimidine-7-yl) succinic acid, wherein (the substituent which is not 
defined of among compound described in (1)-(10) denotes an arbitrary substituent). 

2. Compound in accordance with Claim 1 that one or both of Rla and R2a is hydrogen, and the other is 
optionally substituted carbamoyl 

3. Compound in accordance with Claim 1 represented by formula 




a prodrug thereof, a pharmaceutical ly acceptable salt thereof or a solventate thereof wherein, (wherein, 
Rl is hydrogen, lower alkyl optionally substituted amino or optionally substituted aryl lower alky I and R2 
are hydrogen, optionally substituted lower alkyl optionally substituted cycloalkyl, optionally substituted 
cycloalkyl lower alkyl, optionally substituted lower alkoxy, optionally substituted aryl, optionally 
substituted aryl lower alkyl optionally substituted aryloxy 1, optionally substituted lower alkyl sulfonyl, 
optionally substituted aryl sulfonyl, optionally substituted heteroaryl lower alkyl optionally substituted 
heterocyclic group lower alkyl or optionally substituted amino. 

OrRl andR2 comprises together with adjacent N atom, and optionally substituted heterocycle may be 
formed. 

R3 is hydrogen, hydroxy, lower alkoxy, halogen or optionally substituted amino. 
R4 is hydrogen, lower alkyl or optionally substituted aryl. 

R5 is hydroxy, optionally substituted lower alkyl optionally substituted aryl, optionally substituted aryl 
lower alkyl optionally substituted cycloalkyl lower alkyl, optionally substituted aryl lower alkenyl, 
optionally substituted cycloalkyl lower alkenyl, optionally s, optionally substituted cycloalkyl lower 
alkynyl, optionally substituted aryl carbonyl, optionally substituted aryl lower alkyl carbonyl, optionally 
substituted heterocyclic group, halogen, CHO, optionally substituted amino or optionally substituted 
imino. But wherein compounds of following formula are excluded 
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(wherein, R2* is the phenyl which may be substituted by hydrogen, lower alky] or halogen, and R3 'is 
hydrogen or hydroxy. 
R4 'is hydrogen or lower alkyl. 

R5 'contains phenylthio group, and is the phenyl which may substitute by lower alkyl or lower alkoxy 
furthermore). 

4. Compound in accordance with Claim 3 represented by formula 



(same meaning the aforesaid each substituent), a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. 

5. Compound described in Claim 3 or 4 &. A prodrug thereof, a pharmaceutically acceptable salt thereof 
or a solventate thereof wherein. Rl is hydrogen. 

R2 is optionally substituted aryl. 

6. Compound, a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof 
wherein are described in Claim 3 or 4 &. R3 is hydrogen or the amino which may be substituted. 

7. Compound, a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof 
wherein are described in Claim 3 or 4 &. R4 is hydrogen. 
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8. Compound, a prodrug thereof, a pharmaceutical ly acceptable salt thereof or a solventate thereof 
wherein are described in Claim 3 or 4) . R5 is optionally substituted aryl. 

9. Compound, a prodrug thereof, a pharmaceutically acceptable salt thereof or a solventate thereof 
wherein are described in Claim 3 or 4 &. Rl is hydrogen and R2 is optionally substituted phenyl. 

R3 is hydrogen or the amino which may be substituted and R4 is hydrogen. 
R5 is optionally substituted phenyl. 

10. Compound in accordance with Claim 9, a prodrug thereof, a pharmaceutically acceptable salt thereof 
or a solventate thereof wherein. Substituent is at least one which is selected from the group which 
comprised optionally substituted heterocyclic group, lower alkyl carbonyl, cycloalkyl, lower alkyl 
optionally substituted amino, halogen, halogenation lower alkyl, lower alkoxy, carboxy lower alkyl oxy, 
heterocyclic group lower alkyl oxy, amino lower $$$, hydroxy, cyanogen, carbamoyl heterocyclic group 
oxy, cyano lower alkyl and phenyl in the phenyl which may be substituted of R2. 

11. Compound in accordance with Claim 10, a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. R2 is optionally susbstituted heterocyclic group phenyl. 

12. Compound in accordance with Claim 10, a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein. R2 is optionally substituted piperazino phenyl, optionally 
substituted piperidino phenyl or the pyrrolidino phenyl which may be substituted. 

13. Compound in accordance with Claim 9 which is at least one which is selected from the group that 
substituent comprised halogen, halogenation lower alkyl, aryl lower alkyl oxy, lower alkyl, lower alkoxy, 
hydroxy, lower alkyl thio, phenyl, phenyloxy, phenyl lower alkyl, phenyl lower alkyl amino, phenyl 
lower alkyl thio, phenyl lower alkenyl, phenylcarbamoyl, amino, cycloalkyl lower alkyl oxy and 
heteroaryl lower alkyl oxy in the phenyl which R5 might substitute, a prodrug thereof, a 
pharmaceutically acceptable salt thereof or a solventate thereof wherein. 

14. Compound in accordance with any of Claim 1-13 is contained and is medicinal composition. 
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15. Compound in accordance with any of Claim 1-13 is contained and is NAD(P) H oxidase inhibitor. 

16. Preventative agent of disease compound in accordance with any of Claim 1-13 is contained, and to 
be related to NAD(P) H or therapeutic agent. 

17. Preventative agent or therapeutic agent in accordance with Claim 16 which is selected from the 
group which a the aforesaid disease damaged inflammation, disturbance of pulmonary circulation, 
ischemic cardiac disease, cerebral circulation, and comprised arteriosclerosis, diabetes mellitus 
complication, hypertension and proliferation associated disease. 

18. Preventative agent or therapeutic agent in accordance with Claim 16 that a the aforesaid disease is 
cerebral infarction or diabetic retinopathy. 

19. Compound represented by 



, prodrug thereof, pharmaceutical ly permitted salt thereof or solventate thereof is contained and is 
NAD(P)H oxidase inhibitor, (wherein, Rla, R2a, R3-R5 each independently show hydrogen, halogen, 
optionally substituted lower alkyl, optionally substituted lower alkenyl, optionally substituted lower 
alkynyl, optionally substituted cycloalkyl, optionally substituted cycloalkenyl, optionally substituted 
cycloalkynyl, optionally substituted aryl, optionally substituted heterocyclic group, hydroxy, optionally 
substituted alkoxy, optionally substituted aryloxy, optionally substituted heterocyclic oxy, optionally 
substituted acyl, optionally substituted monosubstituted carbonyl oxy, optionally substituted carbamoyl, 
diazo, optionally substituted amidine, azide, two thoron, nitro, optionally substituted amino, optionally 
substituted imino, cyanogen, mercapto, optionally substituted monosubstituted thio, optionally 
substituted monosubstituted thio oxy, optionally substituted monosubstituted sulphinyl, optionally 
substituted monosubstituted sulfonyl, sulfo or tri substituted silyl, and Rla, R2a, R3-R5 each 
independently link together by an arbitrary combination, and it may be formed a ring structure). 



R. 
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20. Compound represented by 




0) 



, prodrug thereof, pharmaceutical ly permitted salt thereof or solventate thereof is contained and is 
NAD(P)H oxidase inhibitor, (wherein, Rl is hydrogen, lower alkyl optionally substituted amino or 
optionally substituted aryl lower alkyl and R2 are hydrogen, optionally substituted lower alkyl optionally 
substituted cycloalkyl, optionally substituted cycloalkyl lower alkyl, optionally substituted lower alkoxy, 
optionally substituted aryl, optionally substituted aryl lower alkyl optionally substituted aryloxy 1, 
optionally substituted lower alkyl sulfonyl, optionally substituted aryl sulfonyl, optionally substituted 
heteroaryl lower alkyl optionally substituted heterocyclic group lower alkyl or optionally substituted 
amino. 

OrRl andR2 comprises together with adjacent N atom, and optionally substituted heterocycle may be 
formed. 

R3 is hydrogen, hydroxy, lower alkoxy, halogen or optionally substituted amino. 
R4 is hydrogen, lower alkyl or optionally substituted aryl. 

R5 is hydroxy, optionally substituted lower alkyl optionally substituted aryl, optionally substituted aryl 
lower alkyl optionally substituted cycloalkyl lower alkyl, optionally substituted aryl lower alkenyl, 
optionally substituted cycloalkyl lower alkenyl, optionally s, optionally substituted cycloalkyl lower 
alkynyl, optionally substituted aryl carbonyl, optionally substituted aryl lower alkyl carbonyl, optionally 
substituted heterocyclic group, halogen, CHO, optionally substituted amino or optionally substituted 
imino. 

21. Process for the therapy or prevention of disease it is characterised in that, and to be related to 
NAD(P) H to administer effective dose of compound in accordance with any of Claim 1-20 to animal 
including human being. 

22. Process in accordance with Claim 21. Wherein, a the aforesaid disease is selected from the group 
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which comprised inflammation, disturbance of pulmonary circulation, ischemic cardiac disease, Masaru 
circulatory disease, arteriosclerosis, diabetes mellitus complication, hypertension and proliferation 
associated disease. 

23. Process in accordance with Claim 21 that a the aforesaid disease is cerebral infarction or diabetic 
retinopathy. 

24. Use of compound in accordance with any of Claim 1-20 to produce pharmaceutical to be used in 
order to do prevention or therapy of a disease to be related to NAD(P) H. 

25. Use in accordance with Claim 24. Wherein, a the aforesaid disease is selected from the group which 
comprised inflammation, disturbance of pulmonary circulation, ischemic D disease, cerebral circulation 
disorder, arteriosclerosis, diabetes mellitus complication, hypertension and proliferation associated 
disease. 

26. Use in accordance with Claim 24 that a the aforesaid disease is cerebral infarction or diabetic 
retinopathy. 

The following text comprises an amendment of the last page with the intention of adding Claim s27 
to30. 

This amendment was made on the 8th August2003. 
21. Tail end of Claim 22.. 

23. Process in accordance with Claim 21 wherein, an aforesaid disease is cerebral infarction or diabetic 
retinopathy. 

24. Use of compound in accordance with any of Claim s 1-20 to produce pharmaceutical to be used so 
that prevention or therapy makes a disease to be related to NAD(P) H. 

25. An aforesaid disease is use in accordance with Claim 24 selected from the group which comprised 
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inflammation, disturbance of pulmonary circulation, ischemic cardiac disease, cerebral circulation 
disorder, arteriosclerosis, diabetes mellitus complication, hypertension and proliferation associated 
disease. 

26. An use in accordance with Claim 24 wherein, an aforesaid disease is cerebral infarction or diabetic 
retinopathy. 

(added) 

27. A compound in accordance with Claim 1, a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein Rla is optionally substituted carbamoyl. 

(added) 

28. A compound in accordance with Claim 1, a prodrug thereof, a pharmaceutically acceptable salt 
thereof or a solventate thereof wherein Rla. is optionally substituted carbamoyl, R2a are hydrogen 

(added). 

29. A drug containing a compound in accordance with Claim 27 or 28. 
(added). 

30. NAD(P)H oxidase inhibitor containing a compound in accordance with Claim 27 or 28. 
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Rising Sun Communications Ltd. Terms and Conditions 

Rising Sun Communications Ltd. shall not in any circumstances be liable or responsible for the accuracy or 
completeness of any translation unless such an undertaking has been given and authorised by Rising Sun 
Communications Ltd. in writing beforehand. More particularly. Rising Sun Communications Ltd. shall not in any 
circumstances be liable for any direct, indirect, consequential or financial loss or loss of profit resulting directly or 
indirectly from the use of any translation or consultation services by the customer. 

Rising Sun Communications Ltd. retains the copyright to all of its' translation products unless expressly agreed in 
writing to the contrary. The original buyer is permitted to reproduce copies of a translation for their own corporate use at 
the site of purchase, however publication in written or electronic format for resale or other dissemination 
to a wider audience is strictly forbidden unless by prior written agreement. 
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